

Type 


L# 


Hits 


Search Text 


DBs 


Time Stamp 


Comm nts 


1 


BRS 


L1 


0 


424.ccls. 


US PAT 


2003/03/07 

A O.yin 

1 0.4U 




2 


BRS 


L2 


62660 


424/$.ccls. 


USPAT 


2003/03/07 

a 1-AA 
\ 0.41 




3 


BRS 


L3 


13444 


534/$.ccls. 


US PAT 


2003/03/07 

A o *A A 




4 


BRS 


L4 


75410 


12 or 13 


USPAT 


2003/03/07 

a a *cn 
14. oU 




5 


BRS 


L5 


5686 


14 and (chelat? or ligand?) 


USPAT 


2003/03/07 
1o.41 




6 


BRS 


L6 


4543 


15 and (dota? or 
substituted(w)dota?) 


USPAT 


2003/03/07 
1 o.4z 




7 


BRS 


L7 


2796 


16 and (peptide? or polypeptid?) 


USPAT 


2003/03/07 




8 


BRS 


L8 


969 


17 and proteas? 


USPAT 


2003/03/07 
1o.4z 




9 


BRS 


L9 


422 


18 and linker? 


USPAT 


2003/03/07 
13:43 




10 


BRS 


L10 


408 


19 and (mri or 

magnetic(w)resonance? or nmr or 
nuciear^wjmagnetic < ) 


USPAT 


2003/03/07 
13:43 




11 


BRS 


L11 


30 


110 and (gadolinium? or Gd?) 


USPAT 


2003/03/07 

A A 'AT 
14.17 




12 


BRS 


L12 


247 


110 and (metal or metals) 


USPAT 


2003/03/07 

A A • A~7 

14.17 




13 


BRS 


L13 


9 


111 not 112 


USPAT 


2003/03/07 

4 A . A O 

14.18 




14 


BRS 


L14 


226 


112 not 111 


USPAT 


2003/03/07 
14:23 




15 


BRS 


L15 


1 


"6348185" 


USPAT 


2003/03/07 

1 4-.OU 




16 


BRS 


L16 


48 


14 and (dota.ti.ab.clm.) 


USPAT 


2003/03/07 
14:51 





03/07/2003, EAST Version: 1.03.0002 





Error Definition 


Err 
rs 


1 




0 


2 




0 


3 




0 


4 




0 


5 




0 


6 




0 


7 




0 


8 




0 


9 




0 


10 




0 


11 




o. 


12 




0 


13 




0 


14 




0 


15 




0 


16 




0 



03/07/2003, EAST Version: 1.03.0002 



.2 w 
or 



a: 

c 

2 

w 
3 

o 



. ~ . - in . -co 

t-; CO CO ^; ^jT Qo 

a) c» a> g> cj> lo io 
^? 

CN CN CNJ CM Csl t- 

^- tj- ^ lo lo 



eg 



^ in 
eg cm 



CM t- 



co r-- ^ oo 5; 

LO LO LO O O CD 
CO CO CO CO CO LO 
LO LO LO 



t- LO . - 

t— r- (J) r- t- 

^? ^? 

CM CM CM CO CO 
Tfr ^ LO LO 



T- ^ ^J- 

CO CO 

t- a> oS 
^ ^ ^ 

CM CM CM 

^ ^ 



«r- CO 



CM CM 



CO LO CO N 
LO (D N N 



tj- tj- 

cm cm cm cm cm 

^ Tl- ^ ^ Tl- 



^ LO 

«fr CJ) 
CJ) CO CO 

^ o o 

CM CO CO 
^ LO LO 



^ CO . ^ LO tJ- 
00 CO CO to s 

^ S2 ^ 5 5 
^ ^ ^ o o 
r- t- co ^j- 

LO LO LO LO LO 



CD • - LO 

CO 

O) <J) CJ) 

^ ^ ^ 

CM CM CM 

^i- 



O 
c 

o 



LO 
CO 

CM 



co 

LO 



CD 



CM 



CJ) 
CD 



CM 



CJ) 
CM 



CM 



CJ) 



CM 



CM 

o 
o 

CO 
LO 



CO 
CD 
CO 

CM 



CM 
CO 

CM 



c 

CO 
O) 

2 

.s | 

II 
|1 

E « 

o a) 

CD CO 



0 

_ x: 

c eg 

-e c 

™ £ 

to 

3 



■a 
c 

CO 
0 
*C0 
0 

c 

JZ 

o 
•c 

CD 
Q. 



o <g - 



co 

CD 
X 

O o 

Li- O 



CO 



C CO 

11 



S t? 

Q. £ 

c o 

CD T3 
CD 0> 

E E 
a3 - 
9-2 

0 CO 

C 0 
CO x 

ii 



c 

CO 

co" 
o 

O Q_ 

£v co 

O) 

CO 0 



CO o 

c o 
o x 

£ 0 

0 £ 
% o 

k- C 

■a co 

O N 
-C = 

0 o 

^ o 



o) 
c 

CO 

E 



IE 

&1 

0 E 
> -a 
c 

5 8. 

w o 
S o 

IS 



D) 

c 
'w 

3 

CO 
T3 
O 

JO c 

0 ^ 

E co 

O) 0 
c .> 

pep 
co .E 

cl-o i2 

0 0 CO 
§ Q.-C 



CO 

c 
_co 
0 

o 

o 
a. 



£ 0 

w 0 
co £ 

2^) 

c 

•- N 

o "co 

**- 3 £ 
CO CO c 

~ "~ .2 

CO 
Q. 



CO 



q. CO o 

5 c o 
o o 2 



o 
o 

Q. 

"D 

O 

_o 

CO 

™ CO 

o <u 
« ca 

8-5 

CO 



C 

o 

0 o 



E 
o 

CO 

O 
Q_ 



CJ) 

c 

CJ) 
CO 



(0 

0 

O) 
CO 
CL 



2 

CO 

Q 
0 

3 

CO 
CO 



c 
0 

E 

3 

a 
o 
O 



H 
CL 



CM 



to 

CM 
CD 

o 

CM 
O 
O 
CM 



CO 
O 

o> 

CD 
O 

CD 
CO 

z> 

□ 



□ 



□ 



CO 



CJ) 
CO 

o 

CM 
O 
O 
CM 



CD 
CJ) 



CJ) 
LO 
CO 
CD 

CO 
ID 



□ 



CM 



co 



CJ) 

T— 

CM 
O 
CM 
O 
O 
CM 



00 

LO 

00 

00 

co 

CD 
CO 

□ 



□ 
□ 



CO 



LO 



CD 
O 



O 
O 
CM 



CQ 

CO 
CO 
CM 

CO 
CD 

CO 
3 



□ 
□ 



CO 



CM 
O 
O 



O 
O 
CM 



CO 



CO 
CO 
CD 
CJ) 
CM 
CD 

CO 
3 



□ 



LO 



CO 



CJ) 
O 

O 
O 
CM 



CO 

CD 
CO 
LO 
N- 
00 
CM 
CD 

CO 

□ 



□ 
□ 
□ 



CD 



CO 



00 
O 

O 
O 
CM 



CQ 
CO 

CM 
CO 

CO 
3 



□ 



CM 



LO 
O 
CD 
O 

O 
O 
CM 



CQ 

00 
CD 
CJ) 

CM 
CD 

CO 
3 



□ 



00 



CM 



o 
o 

CM 



CQ 

CJ) 
^1- 
00 
1^ 

CM 
CO 

CO 
3 



□ 



CJ) 

























mage Do 
Displaye 


o»njyyyu 


6359119 


6348185 


6312661 


6296831 


6287536 


6274713 


6241968 


6217849 






CO 
3 


co 
3 


CO 
3 


CO 
3 


CO 
3 


CO 
3 


CO 
3 


CO 

3 


CO 
3 


r\i 


in 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


o 
o 
o 




□ 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


m 
O 


CO 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


H 


eg 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


C 

o 


O 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


■r— 

W 
L_ 
01 


(0 






[X] 


m 






® 






, EAST Vi 






















Inventor 


Vera, David R. 


Pipes, David W. et al. 


Piwnica-Worms, David 


Reubi, Jean-Claude 


Weller, Richard E. et al 


Reno, John M. et al. 


Sieving, Paul F. et al. 


Tournier, Herve et al. 


Tournier, Herve et al. 


03/07/2003 








co 




m 


CO 




CO 


OJ 





.2 « 
a: 



0) 

a: 



3 

a 



o 



3 



to 
a) 

(0 

a. 



Q 

0) 
3 
(0 

to 



E 

3 

o 
o 
a 



CD 



o t- r^- 
o 



t- t- CO CO CO 

^ ^ o o o 

CM CM CO CO CO 

^- m io m 



CD 



CM 



"O 
0 

CD 0 
3 _Q 

■II 

o <a 

c £ 

o 

c c 

CD O co 



^^^OOOO^^CMCNCNCMCNCNCOCO 
t— t— t— t-t— O)C7)C0C0C0C0C0C0C0C0 

CNCMCNCMCMCNICMCOCOCOCOCOCOCOCO 



oo 

CM 
TI- 



TS = 

e i 

|8 

2 CD 



CD 



3 
O 
Q. 

E 
o 
o 



o 

CO 



o 
o 

CM 



CO 

CM 
CO 
O 
O 
00 

T — 

CO 
CO 



□ 



CO 

a) 

co 
> 

CD 
"D 



g 

la 
■ 

o 
Q 



5> 

o 
o 
o 
o 

CM 



CO 
CO 

o 

CM 
CO 
V) 

□ 



□ 



t- CO . - 



t- ^ oo in cm 
CD 

CM CM CM t- CO 

^ ^ m in 



m 

CD 



CM 

Ti- 



er ° 
| 2> 

lj! 

"> co 

f ^ 

0 0 

■S o 

JO o 

0 "O 

1 TO 

= 2 

c ^ 
g 

IS 3 

a: cq 



CM 



o 

CO 
O 
O 
O 
O 
CM 



O 

a> 

CM 
CD 
00 

o 

CO 

co 



□ 



CM 



CO LO CO Tf CO 

roOT-n^oinros 

CO r- t- r- r- U) lO (O S 

tj-cococdcococococo 
-^-mLnminmininin 
inmmininminmin 



CD 
CO 

gj 
t? 

CM 



CO 

c 

•Be 

'co ' 

O CO 
CL CD 

o 
of! 



8 r 



0 
> 

4— ' 

CO 

0 

^"co 

co o 
CO c 



CD 

CO « 

= c 

.<2 "co 

> Q- 



CM 



O 

in 
o 
o 
o 
o 

CM 



o 
tt 
o 
o 

CO 

o 

CD 

CO 
3 



IS 

□ 



CO 



. tt 

T? T? 

CM CO 

in 



m 

CD 



CM 



S-o 
0 c 

E ro 
>* w 
o c 

Q_ 0 
O O) 

0 TO « 

| ^2 

n§ 

n — cd 
E (S E 

0 is 

88f 

C7D O 5 



LO 
CM 



CM 
O 

m 
o 
o 
o 
o 

CM 



CO 

oo 

CD 

in 
o 

CO 

in 

3 



□ 



CM 

o 
o 
o 

CO 

o 



c 
o 

•I - 

in 

0 
> 

H 

< 



no 
O 
o 

CM 

o 















Image Do 
Displaye 


6180082 


6120768 


6096290 


6060040 


6056939 




co 


CO 


CO 
D 


CO 


CO 


m 


□ 


□ 


□ 


□ 


□ 


■<r 


□ 


□ 


□ 


□ 


□ 


CO 


□ 


□ 


□ 


□ 


□ 


(M 


□ 


□ 


□ 


□ 


□ 


O 


□ 


□ 


□ 


□ 


□ 


(0 




E 






E 














Inventor 


tering, Eugene A. et 


iins, oary l. ei ai. 


ns, Douglas A. et al 


■nier, Herve et al. 


reux, Jean F. et al. 




Wol 


o 


Colli 


Toui 


Desi 




o 




CM 


CO 





fNI 
O 

o 
o 

on 
O 



c 
o 

•r— 

to 

L_ 
QJ 
> 

H 

10 

< 

LU 



no 
O 
O 
fNI 
\ 

o 
\ 
ro 
O 



t 



Retrieval 
Classif 












Current XRef 


CM CO CO CO in 
t- G> O <J> O) Q) 

^ ^ ^ ^ ^ ^ 

CM CNJ CNJ CNJ CM CM 

^ ^ Tl- ^ Tfr 




424/1.11; 
424/1.65; 
424/9.1; 
536/26.44 


424/1.11; 

424/9.1; 

424/9.3; 

424/9.323; 

534/15 




SSS o co cm ^ in co 

c ? c ? c lOOCOOO'^rCDCD 
O)O)O)C0COC0^J"t-t-^LO 

^^^OOOO^^OCM 
CMCMCMCOCOCOCOCOCOTtCO 


S cm cm co ..minco^rco 
^ooocotocooT-co^oincos 

Ttmininmminmmminmmm 


Current OR 


424/450 


424/1 .69 


424/1.73 


424/9.35 

• 


424/1.65 


Title 


Liposomal agents 


Process for the conjugation of 
chelants with molecules containing 
amino groups 


| 

Radionuclide labeling of vitamin 
B.sub.12 and coenzymes thereof 


Magnetic resonance imaging agents 
for the detection of physiological 
agents 


Low viscosity chelating polymers for 
diagnostic imaging 


Pages 


CO 
v- 




CM 


CO 
CO 


CO 


Issue Date 


20000404 


20000208 

i 


19991221 


19991109 


19990928 


Document ID 


US 6045821 A 


US 6022524 A 


US 6004533 A 


V 2980869 Sfl 


US 5958372 A 


CL 


□ 


□ 


□ 


□ 


□ 


Id 


□ 


□ 


□ 


□ 


□ 




□ 


□ 


□ 


□ 


□ 




□ 


□ 


□ 


□ 


□ 




in 


CO 




oo 


CD 



Image Doc. 
Displayed 


US 6045821 


lo 

CM 
CM 
O 
CO 

t/> 


US 6004533 


US 5980862 


CM 

co 

CO 
LO 
O) 
LO 

w 




□ 


□ 


□ 


□ 


□ 




□ 


□ 


□ 


□ 


□ 


CO 


□ 


□ 


□ 


□ 


□ 


CM 


□ 


□ 


□ 


□ 


□ 


o 


□ 


□ 


□ 


□ 


□ 


CO 


El 


m 




m 




Inventor 


Garrity, Martha et al. 


Maisano, Federico et al. 


Collins, Douglas A. et al. 


Meade, Thomas et al. 


Ladd, David L. 




LO 
x — 


CO 




00 





rsi 
O 
O 
O 

CO 

O 



c 
o 

•I— 
10 
!_ 
(U 

> 

H 

10 

< 



O 
O 

o 

m 
O 



Retrieval 
Classif 
















XRef 




















Current; 


424/9.363; 

536/1.11; 

536/17.4; 

536/53; 

548/303.7; 

548/304.1 


CO lo 

<S CN CN CO . - - - LO CO CO . - . - . - 

^^ajocoLOcooT-coxroLocoi^ 

^^^^^^^CDCOCOCOCOCOCDCO 
CMCM'r--t-T-COCOLOLOLOLOLOLOLOLO 
Tt^rLOLOLOLOLOLOLOLOLOLOLOLOLO 


. » CN LO 
■ - CO CO CO CO . 
CO CO CO CO CO CD cq 

0)0)0)0)0 0)0) 

^ ^ ^ ^ ^ ^ ^ 

CN CN CN CN CN CN CN 

^- ^ ^- ^- 


424/9.32; 
514/836; 
514/937 


424/9.363; 
424/9.364; 
514/836 


424/1.49; 
424/9.362; 
424/9.363; 
548/304.1 


1424/1.73; 
(536/26.4 


Current OR 


540/474 


424/1 .65 


424/9.363 


424/9.321 


424/9.36 


514/387 


536/26.44 


Title 


Biotinidase resistant biotin-DOTA 
conjugates 


Polychelants containg amide bonds 


Bifunctional detection agents having 
a polymer covalently linked to an 
MRI agent and an optical dye 


Blood-pool imaging composition 
comprising micelles containing a 
lipophilic chelating agent and a 
non-ionic surfactant 


Magnetic resonance imaging 


Biotinidase-resistant biotinylated 
compound and methods of use 
thereof 


Radionuclide labeling of vitamin 
B.sub.12 and coenzymes thereof 


Pages 


CO 
CO 




CN 


LO 


m 


co 

CM 


CM 
*r — 


Issue Date 


19990921 


19990622 


19990504 


19981110 


19981110 


19980915 


19980414 


Document ID 


V 9099969 Sfl 


US 5914095 A 


US 5900228 A 


US 5833948 A 


US 5833947 A 


US 5807879 A 


US 5739313 A 


Q. 


□ 


□ ■ 


□ 


□ 


□ 


□ 


□ 


Id 


□ 


□ 


□ 


□ 


□ 


□ 


□ 




□ 






□ 


□ 


□ 


□ 




□ 


□ 


□ 


□ 


□ 


□ 


□ 




o 

CN 


CN 


CN 
CN 


CO 
CM 


Cvj 


in 

CM 


CD 
CM 



















mage Do 
Displaye 


5955605 


5914095 




5833948 


5833947 


5807879 


5739313 




co 
D 


co 


co 


CO 


CO 
D 


CO 


CO 
Z) 


in 


□ 


□ 


□ 


□ 


□ 


□ 


□ 




□ 


□ 


□ 


□ 


□ 


□ 


□ 


CO 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


CM 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


O 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


(0 


El 










[X] 




Inventor 


Axworthy, Donald B. et al. 


Watson, Alan D 


Meade, Thomas J. et al. 


Tournier, Herve et al. 


Rocklage, Scott M. et al. 


Rosebrough, Scott F. 


Collins, Douglas A. et al. 




o 

CM 


CM 


CM 
CM 


co 

CM 


CM 


CM 


CO 
CM 



rg 
O 
O 
O 

m 
O 



cu 
> 

H 

CO 

< 



o 
o 

\ 

o 

m 
O 



« it 

.2 « 
is -2 

<D O 

or 



X 



3 

o 



co 

■ - CM 
CO CO 

aS ct> 

CM CM 



S .X CO CD 

. . h- ^J* CD CO 

g> 92 ^ in in oo 

^ ^ CD ^ ^ ^ 
CM CNJ CO t- ^ t- 

^ ^ lo lo in 



O ^ ^ CO CD 

in in in s o 

^ CO CO t- CO 
^ ^ ^ CD CD 
CM CM CM CO CO 

^ ^- 



... .cm 

^ ^ ^ CD 

g^ g) g> 

^ ^ ^ ^ 
cm cm cm co 
^ ^ lo 



g> ^ 

cm o 
cd 



CO Tj- CD . - . - LO 

co co in co cd 

^ ^ ? ^ 5 5 

CO t- t— CO CO ^" 

in in m m m io 



.-co t— co m n. f- t- 

^^00 0)0)0)NSC0OONW 

^ococococo^cMCMcocoinin 

^^^ooooiSiScococooS 
cMCNj^cococo^-^^j^^jjr^r 



01 

o 

c 
£ 

3 

o 



in 
co 

gi 

CM 



m 
co 

gj 

CM 



CO 

gj 

CM 



cd 

CO 

gj 

CM 



co 
g> 

CM 



CO 
CD 
CO 

gj 

CM 



O) 



-3- 
CM 

"3- 



co 
c 

0 _ 

O) CD 
CO O 

0)'0) 
C o 

*0) O 

II 

0 Q. 
O 

c o 

S? c 

§.S 
co o 
£ CD 

o 0) 
™ "O 

® <D £ 

& fi s 



C 

c ro 

O CO 
T <D 



CD CO 

IS 



> 

2 CD 

•if 

C . 

8 8 

o 



CO .ti 
V CO 

2 * 



C 

CO 

> _0 

it; s= 
co o 

CD 

CO — 

- - CO 

> C ~ 



p ° 

"■as 
&4 



> o raw 



CO Q. 

I ? 

O 0 

p .E 



CO 

c 

CO 

■i £ 

.1 g> 

co .E 
° .9 E 

CO 

•- « 55 
.» 8 

o co 

CO O 
+-* 
C CO 



D) 
TJ 

c 

CO 
CO 
CD 



CD 

-♦— < r- 
TO 0) 
CD O) 

-C 03 
o ^ 

= 1 

o?8 



CO 



E 

£5 

CO 



CO o 

O — J- 

> jS o 

> V m 



coi? 
CD C 

19 o) 

CD CO o) 

x: ^- c 
o «~ 

c 2 g* 

O e f= 
— O 0 
0 CO 



o 
c 

CO 

c 
o 

_ CO 

0 0 0 

r- *- 



O Q) 



52 0 
=6-° 

O 03 



o 



S 3 c 

CO g g 

Q_ co E 



CO 

c o 

"0 

E co 
o c 
o ^ 

c o o> 
o c 

:^ x '5) 

w © CO 

S P 

CO ^ 

lis 



c 
"co 

CO 

"a 
o 

^ c 

E co 
a) 0 
.E 

0 o 

fD O 
CL CO 
CL-O B 

v 1 

I— . E o 



rsi 

o 
o 
o 

m 
o 



c 
o 

■r- 

in 

L. 
0 
> 

H 



no 
O 
O 
rsi 

o 

m 
O 



O) 
to 
a. 



o 

(0 

Q 

Q) 
3 

(0 
CO 



a> 

E 
3 
o 
o 
a 



CM 



CO 



O 
00 
O) 



m 
o 

CD 

o 
in 

3 



□ 
□ 



CM 



O 
O 



CO 



O 
CO 

o> 



s 

CD 
N- 
O 
1^ 

in 
CO 
3 



□ 
□ 



CO 
CM 



m 



o 

CO 

a> 
o 

o> 



co 
co 

CM 

I s *- 

CD 

in 
O) 
ID 



0 
□ 



CM 



CO 



CO 
CM 
CO 

o 

I s - 
O) 



< 

00 
o 

CD 
CD 

in 

(7) 
3 

□ 



□ 
□ 



o 

CO 



00 
CO 



CM 
CM 

O 

<J> 



I s - 
CO 

in 
a> 

CD 

in 
CO 
3 



□ 
□ 



CO 



CD 



in 

I s - 
o 
I s - 
a> 



co 

CD 

o 
00 

CD 

m 

CO 
3 



CM 
CO 



O 
CO 



O 
CM 

in 
o 
I s - 

C7) 
CD 



CD 

a> 
o 

CO 
CD 

in 

CO 
3 



□ 



CO 
CO 



















Image D 
Displaye 


5707605 


5707604 


5672334 


5660814 


5649537 


OD40UDO 


5630996 


CO 
3 


CO 
3 


CO 
3 


w 


co 


CO 
D 


CO 




□ 


□ 


□ 


□ 


□ 


□ 


□ 




□ 


□ 


□ 


□ 


□ 


□ 


□ 


CO 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


CM 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


O 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


CO 
















Invent r 


Meade, Thomas et al. 




Ranney, David F. 


Ranney, David F. 


Uggeri, Fulvio etal. 


Anelli, Pier Lucio et al. 


Gries, Heinz et al. 


Reno, John M. et al. 

! 




CM 


CO 
CN 


CM 


o 
co 


co 


CM 

co 


CO 
CO 



r\i 
O 
O 
O 

on 
O 



c 
o 



cu 
> 

< 

LU 



m 
O 
O 
cm 

\ 

o 

\ 
no 
O 



2: « 

is" 
0 o 



0) 

or 

■4-» 

c 



CO .-. - 

O) r- t- LO CO 

^ CD CD CD CO 
CM CO CO CO 

<<3- m m in in 



. - co t- co m N- 

■t— O) CO CO CO CO ^J" CO 

^^^ooooco 

CMCM^COCOCOTf^r 



CO Tj" LO 

COCOCO^^^ CN CD CJ> O 
CNJCNCSICOt-i-t-t-OO 

^j*^t^r^rmLommcDCD 



CO 

SStOCVi* CM CD O 
. . N O) O CO CM 
O) ^ lO 00 5 

^ ^ CD ^ ^ ^ O 
CNJ CM CO x- i- t- O 

tj- m m m cd 



in 

°? . ~ cd 55 5 cm" co in CD 

O)CMCOC0CO^-^-r-i-T- 
CM t— CO CO CO CO CO CO CO CO 

Tj-LOLOLOLomLomioLO 



o 



3 

o 



o 
in 



CD 



CM 



CD 
CO 

CM 



CD 
CO 

pS 

CM 



co 
pS 
^? 

CM 



o 

Q 



g 

-4— » 

c 
co 

CO 

"co 

? 

d) co 

CO CD 

II 

CO o 



c 
0 

O) 
CO 



co 

O 

n 

CD 

CD ~ 



CD 

Q_ 

0 



"D 

0 
> 

2 

Q_ 

E 

Ui 
c 

CO 
3 



0 

"5 o> 
2 to 

!' 

*+= £ o) 
° S c 
0 o •= 

*^ +3 D) 
0 CD CO 

"D -c e 
i- CO •- 

£ > 0 

O W ™ 

ill 



c 

0 O) 
0 O) 

to t 

E g-' 

o *- 
> o 

"> c 

c.2 

<D 2 



CO 
O 



0 . 



O 

!o 
o 
c 
0 

X 

0 

-Q 

2 to 

O "a 
0 C 
-♦-» ^ 
0 o 

p 

c o 
c o 



o 

2 
o 

CD 

E 

O) 

.E 
"c 

*C0 
■+-• 

8 ^ 

CO 0 

c o 
JS E 
0 „- 
.c c 
o CO 

p 

CL O 



CO 

o 
o> 

CO 

o. 



3 

CO 

o 

0 

3 

(A 
(0 



© 

E 

3 
U 

o 
o 



Q. 



CD 



3 

CO 

o 

CD 



< 
o 

CD 
O 
00 
O 
CD 

m 

CO 

□ 



□ 



CO 



1^ 

CO 



CD 
CM 



CD 
CD 
CD 



00 
CM 
00 

in 
in 

CO 
D 



□ 



□ 



in 
co 



CD 



CM 
CM 

o 

CD 

cd 



in 
in 

CD 
CD 

m 
co 

□ 



□ 



CD 
CO 



CM 



in 

CD 
O) 



co 

00 
CD 

LO 

CO 

□ 



CD 



in 



CD 



CO 

CD 

CD 
CO 

m 

CO 

3 



co 



□ 



00 
CO 



mage Doc. 
Displayed 


5608060 


5578287 


5494655 


5468467 


5364613 






CO 


CO 


CO 
ZD 


CO 


CO 


r\j 


m 


□ 


□ 


□ 


□ 


□ 


O 
O 
O 




□ 


□ 


□ 


□ 


□ 


no 
O 


CO 


□ 


□ 


□ 


□ 


□ 


r-t 


CM 


□ 


□ 


□ 


□ 


□ 


c 
o 


o 


□ 


□ 


□ 


□ 


□ 


■f— 

in 

cu 
> 


CO 


El 






















< 


Inventor 


Axworthy, Donald B. et al. 


Theodore, Louis J. et al. 


Rocklage, Scott M. et al. 


Tweedle, Michael F. et al. 


Sieving, Paul F. et al. 


03/07/2003, E 




CO 


LO 
CO 


CO 
CO 


CO 


00 
CO 





re S: 

.2 « 
i=iS 
0) o 



3 

o 



.......... . . . . LO 

. . ^r- t- t-- t-; _._cocgoqo>N.oqT-coinN.o> 
. co^r^j-iOLOh-T-oooooooooooooooo^o 

t-t-t-t-t-t-OOOCOCOCOCOCOCOCOCOCOCOCO 

^^^^^^locoooooooooooo 

CNiCNJCSlCNJCNJCVJCOCOCOCOCOCOCOCOCOCOCOCOCO 



^ 

in co lo co • - ro o t- 

CNCNCMCNCNT-^fOO 
tJ-tJ-^^tJ-LOLOCOCO 



CO . . . . t-~ c\T co~ t— ^ 
COO^^COtDCDCOCOCD 

cococOcOcocococococo 

^■LOLOLOLnLOLOLOLOLO 



o 

c 
2 

o 



CO 
CO 

CM 



CD 
CO 



CM 



LO 
CO 

CM 



o 

O) 
(0 

a. 



<D 
CO 

Q 



(0 



c 

a> 

E 

3 

a 
o 
Q 



c 

CD 
O) 
CO 

■D 0 

a) a) ~ 

^ 3 
— .Q CD 
> p Q. 

2 o © 

+3 £ 
S 58 "° 

€0 c 

(0 to ca 

CD o 

o c ~ 

*+= 3 (/) 

o o o 

C Q. C 

5 E 05 
£ o.S 
Hot? 



o 

CM 



00 
CM 
CM 

CO 
CD 

o 



CO 

co 

CM 

LO 

CO 



£ D) 



3 
"O 

o 

-Q g 

8-i 

= 1 

CD .E 
CD E 
Ui"0 
co co 
E o 
— o 



O) 
CO 

E 

CD 

o 
E 



03 



o 

3 

</>£ 

■a cd 

C O) 
CO CO 



□ 



CD 
co 



CM 



CO 
CO 

o 

CO 

a> 
a> 



CO 
CD 
CO 

o 
^- 

CM 
LO 

CO 

□ 



□ 



□ 



o 



w 
■o 
c 

3 

o 

CL 

E 
o 
o 

o 

0 
c 
a) 

CO 

E 

CO 
CL 



o 

LO 

o 

CO 
CO 
CD 



CM 
CO 
CO 

o 

CM 

LO 

CO 

□ 



□ 



Image Doc. 
Displayed 


5273743 


5240693 


5208324 




O) 




tt> 




□ 


□ 


□ 




□ 


□ 


□ 


CO 


□ 


□ 


□ 


CM 


□ 


□ 


□ 


O 


□ 


□ 


□ 


CO 




El 












Inventor 


Ahlem, Clarence et 


Born, Jerry L. et al. 


Klaveness, Jo et al. 




CO 


o 





rsj 
O 
O 
O 

no 
O 



c 
o 



0) 

> 

H 

CO 

< 

LU 



m 
O 
O 
rsi 
\ 

o 



.2 « 



2 
X 



3 

o 



. .co tj- in 
<o offi 8 & £ co ^'cm co d>"o 

^ ^ ^ ^ iS^^ oo 

CMCMCMCMCMCMCOt-t-t-OO 



CO CD CM 
N- O t- 



C3) T- CO 

^ CO CO CO 
CM CO CO CO 

^ m 



^ co in 

(J) r— t- 

^ ^ 
CM t- CO 
LO LO 



CO CD .... CM 
S O Lfi CD ^ 
^- 00 ^ ^ r- 

co co ^ ^ co 

CO CO CO CO CO 

tj- m in in 



.-T- . - T - CO 

a> d «f co 

co ^ co co co 

t— CJ5 CJ> CJ> 

^ ^ ^ ^ ^ 

CM CM CM CM CM 

^a- ^- ^ ^ ^J" 



CO CO . - 

I s *- o m co 
^- po ^ ^» 

co co ^ ^ 

CO CO CO CO 

Tt ^- uo in 



O 

c 

2! 

3 

o 



CO 
CM 



CD 
CO 

m 



co 
co 
co 

a> 

^? 

CM 



m 
co 

CM 



co 
in 



CM 



CO 
CO 
CO 

a> 

CM 



0 



CO 



o 

o ^ 

0).q 

| C °> 

CD .o 

O "co TO 
^- CO ■— 

£ > 



c 

D) 



CO 

■o 

O 



^ a5 



0 



co 

CO CD 
O) 

CD E 

CO "~ 

D) 

c 

*o 

CO o 

c£ 
* o 

co ^ 

o to 

o E 



£ 8 

" CO 



CO 

-t— « 

o 

"D 



2 9 

o o 

« I 

c».2 

0)"° 

£ •- 

w c- CO 
TO ™ O 

co x 
m 0 TO 

*C0 E Q. 

>o a 

— I O CO 



CO CD 



CD 



CO 



O) E 

.E c 

O CO 

c c 



CO 

c 
0 



o 

CO 



I! 

O TO 

O E 



O) 

c 

TO 

0 

o 

"co 
c 
o 

'o 
c 

a 

o 

If 

co 



a: 



CO 
CO 
CO 

0 

TO 

0 CO 

f 1 

1 « 

O 2 

TO o 
CD 8 



to 
0 
o 

(0 
0. 



CO 

Q 

0 
3 

(0 
CO 



c 
0 

E 
3 
o 
o 
Q 



00 



CM 
O 
CO 
O 
CO 

a> 



o 
in 
3 



□ 



CM 



CM 



CO 



CM 
CO 

o 
o 
o> 



CO 
CO 

a> 
co 



CO 



co 
o 

O) 
00 
CJ) 



o 
o 

CO 

h- 

00 

C7) 
=) 



m 



00 

o 
o> 
00 



3 

in 

CM 
CM 
CO 

3 



co 



□ 



□ 



m 



r*- 
o 
I s *- 
o 
I s *- 
co 
o> 



I s *- 
co 

CO 
CO 

I s - 

co 

□ 



r*- 

CM 

o 

00 
CO 



m 
co 
co 

O) 

co 
co 

3 



CO 



r*- 



00 



mage D c. 
Displayed 


5190744 


5138039 


4933441 


4877600 


4822594 


4678667 


4639365 






CO 


CO 


CO 


CO 
Z) 


CO 


CO 


CO 


rsj 


m 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


O 
O 

o 


^- 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


O 


CO 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


H 


CM 


□ 


□ 


□ 


□ 


□ 


□ 


□ 


C 

o 


















«r- 


O 


□ 


□ 


□ 


□ 


□ 


□ 


□ . 


</) 
L. 


















CU 

> 

H 


CO 
































iS 


Inventor 


Rocklage, Scott M. et al. 


Seri, Shigemi et al. 


Gibby, Wendell A. 


Bonnemain, Bruno et al. 


Gibby, Wendell A. 


Meares, Claude F. et al. 


Sherry, A. Dean 


03/07/2003, 




CM 


CO 




LO 


CD 




CO 





<c 



09/405, 046 



Page 



Welcome to STN International! Enter x:x 

LOG IN I D : S S S PTA1 20 8 DXJ 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ? ) : 2 



* * * 


* * 


* * 


* * 


* Welcome to STN International ********** 


NEWS 


1 






Web Page URLs for STN Seminar Schedule - N. America 


NEWS 


2 


Apr 


08 


"Ask CAS" for self-help around the clock 


NEWS 


3 


Apr 


09 


BEILSTEIN: Reload and Implementation of a New Subject Area 


NEWS 


4 


Apr 

Xr 


09 


ZDB will be removed from STN 


NEWS 


5 


Apr 

Xr 


19 


US Patent Applications available in IFICDB, IFIPAT, and IFIUDB 


NEWS 


6 


Apr 


22 


Records from IP.com available in CAPLUS, HCAPLUS, and ZCAPLUS 


NEWS 


7 


Apr 


22 


BIOS IS Gene Names now available in TOXCENTER 


NEWS 


8 


Apr 


22 


Federal Research in Progress (FEDRIP) now available 


NEWS 


9 


Jun 


03 


New e-mail delivery for search results now available 


NEWS 


10 


Jun 


10 


MEDLINE Reload 


NEWS 


11 


Jun 


10 


PCTFULL has been reloaded 

X, \« » X. X \mf XJ XJ i-Xwi UJ X X X. .X. \*S £^\JL\***\JL 


NEWS 


12 


Jul 


02 


FOREGE no lonaer contains STANDARDS file seament 


NEWS 


13 


Jul 


22 


USAN to be reloaded July 28, 2 002; 










saved answer sets no lonaer valid 

UX V \^ VX will W \mp X. *J 0 llw J- WliV^] ^ X. V CX _L> -L \JL 


NEWS 


14 


Jul 


29 


Enhanced Dolvmer searchina in REGISTRY 


NEWS 


15 


Jul 


30 


NETFIRST to be removed from STN 


NEWS 


16 


Aug 


08 


CANCERLIT reload 


NEWS 


17 


Aug 


08 


PHARMAMarketLetter (PHARMAML) - new on STN 


NEWS 


18 


Aug 


08 


NTIS has been reloaded and enhanced 


NEWS 


19 


Aug 


19 


Aquatic Toxicity Information Retrieval (AQUIRE) 










now available on STN 


NEWS 


20 


Auq 


19 


IFIPAT, IFICDB, and IFIUDB have been reloaded 


NEWS 


21 


Aug 


19 


The MEDLINE file seament of TOXCENTER has been reloaded 


NEWS 


22 


Aug 


26 


Sequence searching in REGISTRY enhanced 


NEWS 


23 


Sep 


03 


JAPIO has been "reloaded and enhanned 


NEWS 


24 


Sep 


16 


Experimental nronerties added rn rhe REHTSTRY "File 


NEWS 


25 


Sep 


16 


PA fipph i r\r\ Thpcianni q =va i 1 ?ihl p Hn P APT.TTQ anH na 
v-rt. uc^Liuii iiicsaui Uo avaiiaJJic _L Xl \_».rt.Jr LiUO clliu. \_r-l 


NEWS 


26 


Oct 


01 


CASREACT Enri rhprf wi rh Rpartinnq "From 1 Qf)7 f-n 1 QRR 

*— '"W x\.J_iirlV_. J. JLJlXJ — LL<11CU. Wl til L> J.U11S J_ J- Will J- J? KJ / l_ U 1 JO J 


NEWS 


27 


Oct 


21 


EVENTLINE has been reloaded 

J— 1 V X_IX>I J. J— 1 -X. J. V J — 1 X X O. 0 Ji_/ * ^11 J- ^ -X. V— ' CL ^ \jL 


NEWS 


28 


Oct 


24 


RETLSTETN addc; -new csearrh fields 

i—> J—J JL J_l X 1 — 1 -X. X,M CI Vlvl £j XX ^- VV O Vw~ C4. J. Ull J L -X. V^X O 


NEWS 


29 


Oct 


24 


Mutrarpnt i ral ^ Internal - i nna 1 (TJTTTRAf^ETTT } nr>w a^ra "i 1 a nl e rm QTW 


NEWS 


30 


Oct 


25 


MEDLINE SDI run of October 8, 2 0 02 


NEWS 


31 


Nov 


18 


DKILIT has been renamed APOLLIT 


NEWS 


32 


Nov 


25 


More calculated properties added to REGISTRY 


NEWS 


33 


Dec 


02 


TIBKAT will be removed from STN 


NEWS 


34 


Dec 


04 


CSA files on STN 


NEWS 


35 


Dec 


17 


PCTFULL now covers WP/PCT Applications from 1978 to date 


NEWS 


36 


Dec 


17 


TOXCENTER enhanced with additional content 


NEWS 


37 


Dec 


17 


Adis Clinical Trials Insight now available on STN 


NEWS 


38 


Dec 


30 


ISMEC no longer available 


NEWS 


39 


Jan 


13 


Indexing added to some pre-1967 records in CA/CAPLUS 


NEWS 


40 


Jan 


21 


NUTRACEUT offering one free connect hour in February 2003 


NEWS 


41 


Jan 


21 


PHARMAML offering one free connect hour in February 2003 


NEWS 


42 


Jan 


29 


Simultaneous left and right truncation added to COMPENDEX, 










ENERGY, INS PEC 


NEWS 


43 


Feb 


13 


CANCERLIT is no longer being updated 


NEWS 


44 


Feb 


24 


METADEX enhancements 


NEWS 


45 


Feb 


24 


PCTGEN now available on STN 


NEWS 


46 


Feb 


24 


TEMA now available on STN 


NEWS 


47 


Feb 


26 


NTIS now allows simultaneous left and right truncation 
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NEWS 4 8 Feb 2 6 PCTFULL now contains images 

NEWS 49 Mar 04 SDI PACKAGE for monthly delivery of multifile SDI results 



NEWS EXPRESS January 6 CURRENT WINDOWS VERSION IS V6.01a, 

CURRENT MACINTOSH VERSION IS V6.0b(ENG) AND V6 . 0 Jb ( JP) , 
AND CURRENT DISCOVER FILE IS DATED 01 OCTOBER 2002 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 

NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 



Enter NEWS followed by the item number or name to see news on that 
specific topic. 



All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

*************g tn qq i umbu s *************** 



FILE ' HOME ' ENTERED AT 13:20:09 ON 07 MAR 2003 



=> fil reg 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
0.21 0.21 



FILE 'REGISTRY' ENTERED AT 13:20:19 ON 07 MAR 2 003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 6 MAR 2003 HIGHEST RN 497140-34-8 

DICTIONARY FILE UPDATES: 6 MAR 2003 HIGHEST RN 497140-34-8 



TSCA INFORMATION NOW CURRENT THROUGH MAY 20, 2 002 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. See HELP 
PROPERTIES for more information. See STNote 27, Searching Properties 
in the CAS Registry File, for complete details: 
http : //www . cas . org/ ONLINE/ STN/ STNOTES/ stnotes27 . pdf 

=> ....Testing the current file.... screen 



ENTER SCREEN EXPRESSION OR (END) : end 



= > 

Uploading C : \STNEXP4\QUERIES\40504 6 . str 



<c 
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LI STRUCTURE UPLOADED 

= > que LI 
L2 QUE LI 
= > 

= > d 

L2 HAS NO ANSWERS 
LI STR 



O 




= > s 12 

SAMPLE SEARCH INITIATED 13:20:44 FILE 1 REGISTRY 1 
SAMPLE SCREEN SEARCH COMPLETED - 127 TO ITERATE 

100.0% PROCESSED 127 ITERATIONS 44 ANSWERS 

SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH * * COMPLETE* * 
PROJECTED ITERATIONS: 1864 TO 3216 

PROJECTED ANSWERS: 483 TO 1277 

L3 44 SEA SSS SAM LI 

=> S 12 full 

FULL SEARCH INITIATED 13:20:50 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 2 366 TO ITERATE 



100.0% PROCESSED 2366 ITERATIONS 



1005 ANSWERS 



<c 
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SEARCH TIME: 00.00.01 



T A 


i on r 

x yj \j _3 


cua qcc pTTT, T.1 


=> e 


UUL.C1/ 




CjX 


T 
X 


DOCJTTT.FTN/PN 




1 

J. 


nDTI -TiTTCT? PPOTFTN" (TTTTMAN OFNTC DOT1L) / CN 




1 - 


dota/cn 


E4 


1 


DOTA TRI (TERT- BUTYL) ESTER/ CN 


E5 


1 


DOTAN/CN 


E6 


1 


DOTAP/CN 


E7 


1 


DOTAP CHLORIDE/ CN 


E8 


1 


DOTAREM/CN 


E9 


1 


DOTARIZINE/CN 


E10 


1 


DOTATOC/CN 


Ell 


1 


DOTB/CN 


E12 


1 


DOTBZP/CN 



= > s e3 

L5 1 DOTA/CN 



= > d 



<C 09/405,046 Page 



LS ANSWER 1 OP 1 REGISTRY COPYRIGHT 2003 ACS 
RN 6023 9-18-1 REGISTRY 

CN i, 4, 7, 10-Tetraazacyclododecane-l, 4 , 7, 10-tetraacetic acid (9CI) (CA INDEX 

NAME) 
OTHER NAMES : 

CN 1, 4,7, lO-Tetraazacyclododecane-N.N' ,N' ' ,N' ' ' -tetraacetic acid 

CN DOTA 

FS 3D CONCORD 

DR 105416-43-1 

MF C16 H2B N4 OS 

CI COM 

LC STN Files: BEILSTEIN*, SIOBUSINESS, BIOSIS, BIOTECHNO, CA, CANCERLIT, 

CAPLUS, CAS REACT, CEN, CHEMCATS, CIN, CSCHEM, EMBASE, GMELIN* , MEDLINE , 
PROMT, TOXCENTER, USPAT2, USPATFULL 

(•File contains numerically searchable property data) 




H0 2 C-CH 2 CH 2 -C0 2 H 



** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT * * 



330 REFERENCES IN FILE CA {1962 TO DATE) 

201 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 

335 REFERENCES IN FILE CAPLUS (19G2 TO DATE) 



<c 

=> ....Testing the current file.... screen 
ENTER SCREEN EXPRESSION OR (END) : end 
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~> screen 2040 

L6 SCREEN CREATED 

= > 

Uploading C : \STNEXP4\QUERIES\405046 . str 
L7 STRUCTURE UPLOADED 

=> que L7 AND L6 
L8 QUE L7 AND L6 
= > d 

L8 HAS NO ANSWERS 

L6 SCR 2040 

L7 STR 



O 



o- 




Structure attributes must be viewed using STN Express query preparation. 
L8 QUE ABB=ON PLU=ON L7 AND L6 



= > S 18 

SAMPLE SEARCH INITIATED 13:22:00 FILE ' REGISTRY 1 



<c 



09/405, 046 



Page 7 



SAMPLE SCREEN SEARCH COMPLETED 



18 TO ITERATE 



100.0% PROCESSED 18 ITERATIONS 

SEARCH TIME: 00.00.01 



2 ANSWERS 



FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH * * COMPLETE * * 

PROJECTED ITERATIONS: 106 TO 614 

PROJECTED ANSWERS: 2 TO 124 



L9 



2 SEA SSS SAM L7 AND L6 



=> s 18 full 

FULL SEARCH INITIATED 13:22:13 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 2 70 TO ITERATE 



100.0% PROCESSED 270 ITERATIONS 

SEARCH TIME: 00.00.02 



3 8 ANSWERS 



L10 



3 8 SEA SSS FUL L7 AND L6 



=> d scan 



<c 
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LIO 38 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Sodium { 1+ ) , [tris {1, l -dimethylethyl ) 

10- [l-methyl-2- [ [2- (4 -nitrophenoxy) -2- 

oxoethyl] amino] -2-oxoethyl] -1,4,7, lo-tetraazacyclododecane- 1, 4,7- 
triacetate- . kappa . Kl , . kappa . N4 , .kappa ,N7, . kappa .N10] - , bromide, (T-4) - 
(9CI) 

HF C37 H60 N6 Na Oil , Br 
CI CCS, COM 




• Br' 



HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? {!) : end 



<C 09/405,046 Page 9 

=> fil .search 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 303.00 303.21 

FILE 'MEDLINE' ENTERED AT 13:22:33 ON 07 MAR 2003 

FILE 'CAPLUS' ENTERED AT 13:22:33 ON 07 MAR 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'BIOSIS' ENTERED AT 13:22:33 ON 07 MAR 2003 
COPYRIGHT (C) 2003 BIOLOGICAL ABSTRACTS INC. (R) 

FILE 1 US PAT FULL ' ENTERED AT 13:22:33 ON 07 MAR 2003 

CA INDEXING COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE ' EMBASE ' ENTERED AT 13:22:33 ON 07 MAR 2003 

COPYRIGHT (C) 2003 Elsevier Science B.V. All rights reserved. 

=> d his 

(FILE 'HOME' ENTERED AT 13:20:09 ON 07 MAR 2003) 

FILE 'REGISTRY' ENTERED AT 13:20:19 ON 07 MAR 2 003 

LI STRUCTURE UPLOADED 

L2 QUE LI 

L3 44 S L2 

L4 1005 S L2 FULL 
E DOTA/CN 

L5 1 S E3 

L6 SCREEN 2 04 0 

L7 STRUCTURE UPLOADED 

L8 QUE L7 AND L6 

L9 2 S L8 

L10 38 S L8 FULL 

FILE 'MEDLINE, CAPLUS , BIOSIS, US PAT FULL, EMBASE' ENTERED AT 13:22:33 ON 
07 MAR 2003 

=> S 110 

Lll 29 L10 

= > S 15 

L12 673 L5 

=> s lll and (peptid? of polypeptid?) 

L13 0 Lll AND (PEPTID? OF POLYPEPTID?) 

=> s lll and peptid? 

L14 12 Lll AND PEPTID? 

=> s lll and (peptid? or polypeptid?) 

LIS 12 Lll AND (PEPTID? OR POLYPEPTID?) 



=> s 115 and proteas? 

L16 0 L15 AND PROTEAS? 



<c 
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=> dup 115 

ENTER REMOVE, IDENTIFY, ONLY, OR (?) :rem 
PROCESSING COMPLETED FOR L15 

L17 12 DUP REM L15 (0 DUPLICATES REMOVED) 

=> d ibib ab hitstr 1- 

YOU HAVE REQUESTED DATA FROM 12 ANSWERS - CONTINUE? Y/ (N) :y 



<c 
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L17 ANSWER 1 OF 12 US PAT FULL 



LI 7 ANSWER 1 OF 12 US PAT FULL (Continued) 



ACCESSION NUMBER: 
TITLE : 
production 



PATENT ASSIGNEE (S ) : 



PATENT INFORMATION: 
APPLICATION INFO.: 
RELATED APPLN. INFO. : 



2002:329422 US PAT FULL 

Cascade polymer complexes, process for their 

and pharmaceutical agents containing said complexes 
Schmitt-Willich, Heribert, Berlin, GERMANY, FEDERAL 
REPUBLIC OF 

Plat2ek, Johannes, Berlin, GERMANY, FEDERAL REPUBLIC 

Raduchel, Bernd, Berlin, GERMANY, FEDERAL REPUBLIC OF 
Muhler, Andreas, Neuenhagen, GERMANY, FEDERAL REPUBLIC 
OF 

Frenzel, Thomas, Berlin, GERMANY, FEDERAL REPUBLIC OF 
Schering AG, Berlin, GERMANY, FEDERAL REPUBLIC OF 
(non-U. S. corporation) 



NUMBER 



KIND 



DATE 



US 20021B7101 Al 20021212 

US 2002-138651 Al 20020506 (10) 

Division of Ser. No. US 2000-620989, filed on 20 Jul 

2000, GRANTED, Pat. No. US 6426059 Division of Ser. 



t-BuO— C— CH2 



t-BuO-C~CH2 




CH— C— NH— CH2~ C— 0~ CH 2 ~ Ph 



CH 2 — C-OBu-t 



US 1998-44254, filed on 19 Mar 
US 6177060 Division of Ser. No 
on 3 Jul 1996, GRANTED, Pat. N 



1998, GRANTED, Pat. No. 

US 1996-674844, filed 
>. US 5820849 



• Br- 



186095-27-2 US PAT FULL 

Sodium, {1,4, 7-tris (1 , 1-dimethylethyl) 10- [2- [ (carboxymethyl ) amino) - 1- 
methyl -2-oxoethyl ] -1,4,7, 10-tetraazacyclododecane-l , 4, 7-triacetato- 
. kappa. Nl, .kappa. N4, .kappa. N7, , kappa .N10] - , monohydrobromide, (T-4)- 
(9CI) (CA INDEX NAME) 



NUMBER 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 



NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS 



DE 1995-19525924 19950704 

Utility 

APPLICATION 

MILLEN, WHITE, ZELANO & BRANIGAN, P.C., 2200 CLARENDON 

BLVD., SUITE 1400, ARLINGTON, VA, 22201 

15 



t - BuO — C — CH2 



1 Drawing Page(s) 
2106 

NDEXING IS AVAILABLE FOR THIS PATENT. 
AB Cascade polymer complexes with at least 16 ions of an element of atomic 

numbers 20 to 29, 39, 42, 44 or 57-83, useful NMR or x-ray lymphography 
imaging . 

IT 186095-26-17 186095-27-2P 186095-30-7P 

1S6095-31-8P 186095-35-2P 18609S-36-3P 

{prepn. of cascade polymer complexes as medical contrast media) 
RN 186095-26-1 US PAT FULL 

CN Sodium(l+>, [tris ( 1 , 1 -dimethylethyl ) 10- [l-methyl-2-oxo-2- [ [2-oxo-2- 

(phenylme thoxy) ethyl 1 amino] ethyl] -1,4,7, 10-tetraazacyclododecane- 1, 4,7- 
triacetate- . kappa. Nl, .kappa .N4, . kappa. N7, . kappa. N10] - , bromide, (T-4) - 
(9CI) (CA INDEX NAME) 



DO 

1 N N 1 

/| T 



CH- C— NH— CH 2 - CO2 " 



• HBr 

RN 186095-30-7 US PAT FULL 

CN Sodium(l-t-), [tris ( 1 , 1-dimethylethyl ) 10- [1-methyl -2-oxo-2- [ [3 -oxo-3- 

( phenyl me thoxy) propyl] amino] ethyl] -1,4,7, 10-tetraazacyclododecane-l, 4 , 7- 

triacetate- .kappa .Nl, .kappa .N4 , . kappa. N7, .kappa .N10] -, bromide, (T-4) 
(9CI) (CA INDEX NAME) 
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CH 2 -0-CH 2 — Ph 



CH- C- NH — CH 2 - CH 2 - C~ 0~ CH 2 - Ph 



CH 3 -C-0Bu-t 




CH 2 -C—0Bu-t 



186095-31-8 US PAT FULL 

Sodium, [1,4,7-trisd, 1-dimethylethyl) 10- [2- [ (2-carboxyethyl) amino] -l 
methyl -2-oxoethyl] -1,4,7, 10-tetraazacyclododecane- 1, 4 , 7-triacetato- 
. kappa. Nl, . kappa. N4 , . kappa. N7, . kappa. N10] -, monohydrobromide, (T-4) - 
(9CI) (CA INDEX NAME) 



RN 166095-36-3 US PAT FULL 

CN Sodium, [1,4, 7-tris (1, 1-dimethylethyl) 10- [2- [ (carboxymethyl ) amino] - 1- 
(hydroxymethyl ) -2-oxoethyl] -1,4,7, 10-tetraazacyclododecane-l, 4,7- 
triacetato- . kappa .Nl , . kappa .N4 , . kappa .N7, . kappa .N10) - , 

monohydrobromide, 

(T-4)- (9CI) (CA INDEX NAME) 



t-BuO— C— CH^ 



/ 

t-BuO-C-CH 2 



CH- C— NH — CH2— CH 2 - CO 2 " 



DC 



CH2 — C— OBu-t 



/ 

t-BuO-C— CH2 



NH— CH2-C02" 



I 1 CHi— C 



CH2 - C— OBu-t 



186095-35-2 US PAT FULL 

Sodium(l+), [tris (1, 1-dimethylethyl) 10- [2 -oxo-2 - [ (2 -oxo-2 - 

(phenylmethoxy) ethyl] amino] -1- [ (phenyl me thoxy) methyl ] ethyl ] -1,4,7, 10- 



tetraazacyclododecane- 1 , 4 , 7 -triacetate- .kappa .Nl, . kappa. N4, . kappa. N7, ,ka 
ppa.NIO]-, bromide, (T-4)- (9CI) (CA INDEX NAME) 



<c 
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L17 ANSWER 2 OF 12 
ACCESSION NUMBER: 
TITLE: 
production 

INVENTOR (S) : 



US PAT FULL 

2002:188111 USPATFULL 
Cascade polymer complexes. 



process for their 



and pharmaceutical agents containing said complexes 
Schmitt-Willich, Heribert, Gorreatrasse 20, D-12161 
Berlin, GERMANY, FEDERAL REPUBLIC OF 

Pletzek, Johannes, Grottkauer Str. 55, D- 12621 Berlii 
GERMANY, FEDERAL REPUBLIC OF 

Raduchel, Bernd, GollanczstrasBe 132, D-13465 Berlin 

GERMANY, FEDERAL REPUBLIC OF 

Muhler, Andreas, Fontanestraese 21A, D-15366 

Neuenhagen, GERMANY, FEDERAL REPUBLIC OF 

Frenzel, Thomas, Paul -Schneider-Strasse 41, D-12247 

Berlin, GERMANY, FEDERAL REPUBLIC OF 
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t-BuO C— CH2j 1 ^ CH- C- NH— CH 2 ~ C— O- CH 2 — Ph 



DC 



t-BuO-C-CHa' ' CH 2 -C— OBu-t 



NUMBER 



KIND 



DATE 



PATENT INFORMATION ; 
APPLICATION INFO.: 
RELATED APPLN. INFO. 



PRIORITY INFORMATION 
DOCUMENT TYPE: 
FILE SEGMENT : 
PRIMARY EXAMINER: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



US 6426059 
US 2000-620989 
Division of Ser. 
1998, now patented, 



11 20020730 

20000720 (9) 
US 1998-44254, filed on 19 Mar 
Pat. No. US 6177060 Division of 



Ser. No. US 1996-674844, filed on 3 Jul 1996, 
patented, Pat. No. US 582084 9 



NUMBER 



18G095-27-2 USPATFULL 

Sodium, tl, 4 , 7-tris (1, 1 -dimethyl ethyl ) 10- 12- [ (carboxymethyl ) amino] -1- 
methyl -2-oxoethyl] -1,4,7, 10-tetraazacyclododecane- 1 , 4 , 7- triacetato- 
. kappa .Nl ,. kappa .N4 , . kappa ,N7, .kappa .NiOj - , monohydrobromide, (T-4)- 
(9C1) (CA INDEX NAME) 



DE 1995-19525924 

Utility 

GRANTED 

Hartley, Michael 1 



19950704 



1 Drawing Page(s) 



DO 

./\ l\, 



1 Drawing Figure ts) ; 
1946 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Cascade polmer complexes with at least 16 ions of an element of atomic 

numbers 20 to 29, 39, 42, 44 or 57-83, useful NMR or x-ray lymphography 
imaging . 

IT 186095-26-1P 186095-27-2P 18609S-3O-7P 

186095-31-8P 1B6095-35-2P 18609S-36-3P 

(prepn, of cascade polymer complexes as medical contrast media) 
RN 186095-26-1 USPATFULL 

CN Sodium(l+), [tris (1, l-dimethylethyl) 10- [ 1 -methyl -2 -oxo-2 - t [2 -oxo-2 - 

(phenyl me thoxy) ethyl] amino] ethyl] -1,4,7, 10-tetraazacyclododecane- 1 , A , 7- 
triacetate- . kappa .Nl , .kappa .N4 , .kappa . N7, .kappa .N10] -, bromide, (T-4 ) - 
(9CI) (CA INDEX NAME) 



CH— C— NH— CH2 — C02 * 



/ 
-CH 2 



CH 2 -C-OBu-t 



186095-3 0-7 USPATFULL 

Sodium(l+), ttris (1, l-dimethylethyl) 10-[l-i 



ethyl -2 -oxo-2- [ [3 -oxo- 3- 



( phenyl me thoxy) propyl] amino] ethyl] -1,4,7, 10-tetraazacyclododecane- 1 , 4,7- 

triacetate- . kappa .Nl, .kappa .N4, . kappa. N7, .kappa. N10] -, bromide, (T-4) - 
(9CI) (CA INDEX NAME) 
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r 



-CH2^ 



CH— C- NH- CH2 — CH 2 — C— O- CH 2 — Ph 



t - BuO C CH 2 



C -BuO — C — CH2 1 1 CH 2 -C-OBu-t 



t-BuO-C-CH 2 



CH2-O-CH2— Ph 
I 1 ^ CH— C— NH— CH 2 — C— O— CH 2 — Ph 

? L/\J f 
if /\ i n „ 



CH 2 — C— OBu-t 



186095-31-8 USPATFULL 

Sodium, [l,4,7-tris{l,i-dimethylethyl) 10-[2- [ (2-carboxyethyl) amino] -1- 
methyl-2-oxoethyl] -1,4,7, 10-tetraazacyclododecane- 1, 4, 7-triacetato- 
. kappa. Nl, . kappa. N4, .kappa. N7, . kappa. N10] -, monohydrobromide, (T-4)- 
(9CI) (CA INDEX NAME) 



RN 1B6095-36-3 USPATFULL 

CN Sodium, [1, 4 ,7- tris (1, l-dimethylethyl) 10- 12- [ (carboxymethyl) amino] -1- 
(hydroxymethyl) -2-oxoethyl] -1,4,7, lo-tetraazacyclododecane-1 , 4,7- 
triacetato- . kappa. Nl, . kappa. N4, . kappa -N7, .kappa .N10] 

monohydrobromide , 

(T-4)- (9CI) (CA INDEX NAME) 



t-BuO C-CH2j |^ ch _ c _ nh _ C h 2 -ch 2 -C02- 



II / 
t-BuO— C— CH 2 



zLF. 



CH 2 -C- OBu-t 



rvn 0 

™_ 1 r 



CH— C— NH— CH 2 — CO2 " 



186095-35-2 USPATFULL 

Sodium(l+), ttriB (1, l-dimethylethyl) 10- [2-oxo-2- [ [2-oxo-2- 
( phenyl me thoxy) ethyl ] amino] - 1 - [ (phenylmethoxy ) methyl ] ethyl ] 



tetraazacyclododecane- 1, 4 , 7- triacetate- . kappa .Nl , .kappa .N4 , .kappa .N7, . ka 
ppa.NIO]-, bromide, (T-4)- (9CI) (CA INDEX NAME) 



<c 
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L17 ANSWER 3 OF 12 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



Analogues 
AUTHOR (S) : 
Nellie 



CAPLUS COPYRIGHT 2003 ACS 
2002:417174 CAPLUS 
137 : 151859 

Modification of the Structure of a Metal lopeptide: 
Synthesis and Biological Evaluation of lllln-Labeled 
DOTA- Conjugated Rhenium-Cyclized .alpha. -MSH 

Cheng, Zhen; Chen, Jianqing; Miao, Yubin; Owen, 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE : 
LANGUAGE 



K . ; Quinn, Thomas P.; Jurisaon, Silvia S. 
Department of ChemiBtry, University of 
Missouri-Columbia, Columbia, MO, 65211, USA 
Journal of Medicinal ChemiBtry (2002), 45(14), 
3048-3056 

CODEN: JMCMAR; ISSN: 0022-2623 
American Chemical Society 
Journal 
English 

Rhenium- eye li zed CCMSH analogs are novel melanoma -targeting 
metallopeptides with high tumor uptake, long tumor retention, and low 
background in normal tissues, which make these metallopeptides an ideal 
structural motif for designing novel melanoma -targeting agents. ReCCMSH 
has been derivatized with a 1, 4 , 7, 10- tetraazacyclododecane-1 , 4 , 7, 10- 
tetraacetic acid (DOTA) chelate so that it can be labeled with a wide 
variety of radionuclides for imaging and therapeutic applications. This 
study involved optimization of the in vivo biol . properties of 
DOTA- ReCCMSH (S) , through modification of the structure of the 
metallopeptide. Several DOTA -ReCCMSH analogs, Ac -Lys (DOTA) -ReCCMSH (4) 
DOTA -ReCCMSH (Argil ) (6), DOTA -ReCCMSH -OH (8), and DOTA - ReCCMSH -Asp - OH 
(10), were synthesized UBing solid phase peptide synthesis 
followed by rhenium cyclization. The IC50 values of the metallopeptides 
were detd. through competitive binding assays against 1251 - (Tyr2) -NDP. 
Radiolabeling of the DOTA- rhenium- cyclized peptidaa with 111 In 
was carried out in NH40Ac (0.1 M; pH 5.5) -buff ered soln. for 30 min at 70 
. degree. C. The stability of the radiolabeled complexes was evaluated in 
0.01 M, pH 7.4, phosphate-buffered saline/0.1% bovine serum albumin soln. 
After sepn. of the radiolabeled peptida from the unlabeled 
paptid* by reverse phase high-performance liq. chromatog . , the 
biodistribution of the radiolabeled complex was performed in C57 mice 
bearing B16/F1 murine melanoma tumors. All radiolabeled complexes showed 
fast blood clearance (2 h postinjection (pi): lllln-S, 0.07 .+-. 0.03% 
ID/g; lllIn-4, 0.09 .*-. 0.06% ID/g; lllIn-6, 0.21 0.08% ID/g; 

lllIn-8, 0.11 .+-. 0.10% ID/g; and lllln-10, 0.05 .+-. 0.03% ID/g), and 
their clearance was predominantly through the urine (4 h pi: 93.5 .+-. 
1.7, 87.8 .+-. 6.5, 89.8 .+-. 4.2, 93.3 .+-. 1.1, and 93.8 .+-. 1.8 (% 



L17 ANSWER 3 OF 12 CAPLUS COPYRIGHT 2003 ACS (Continued) 
IT 445235-02-9P 

RL: BSU (Biological study, unclassified) ; DGN (Diagnostic use) ; PRP 
(Properties); RCT (Reactant) ; SPN (Synthetic preparation); BIOL 
(Biological study); PREP (Preparation); RACT (Reactant or reagent); 
(Uses) 

(synthesis and melanoma uptake of lllln-labeled DOTA -conjugated 
rhenium-cyclized .alpha. -MSH analogs) 
RN 4 4 523 5 - 02 - 9 CAPLUS 

CN Indate (4-) -lllln, oxo [N- [ [4 , 7, 10-tria (carboxymethyl ) -1,4, 7, 10- 

tetraazocyclododec-l-yl] acetyl] -L-cysteinyl - .kappa . S-L-cysteinyl - 

.kappa .N, .kappa .S-L- .alpha . -glutamyl -L-hiatidyl-D-phenylalanyl-L-arginyl- 
tryptophyl -L-cysteinyl - . kappa .s-L-lysyl -L-prolyl -L-valinamidato (8-) ] 
tetrahydrogen (9CI) (CA INDEX NAME) 



for lllln-labeled S, 4, 6, 3, and 10, reap.). Tumor uptake values of 



.+-. 0.90, 6.01 .+-. 2 
2.09 (% ID/g) for 1111 



36, 17.41 . 
-labeled S, 



4, 6, 



9.27 .+ 



. 0.68, and 7.32 
reap., were obsd. 



9.27 .+-. 2.65% ID/g for lllln-S, 19.02 .+-. 
.+-. 1.13% ID/g for lllln-G, 8.70 .+-. 0.88% 
-. 1.47% ID/g for lllln-10 at 4 h pi. 
Complex 6 showed high melanoma uptake and lower kidney uptake than the 
corresponding Lysll analogs, supporting 6 for further investigations as a 
potential therapeutic radiopharmaceutical. 



h pi. The kidney uptake was 
2.63% ID/g for lllIn-4, 7.37 
ID/g for lllIn-8, and 8.13 . 
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O2C— CH2— CH2 



n r 



f 

^^"\ / N — CH2 ~ °~ 
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(CH 2 ) 3 — HH-C-NH 2 



H 2 N-C 
i - Pr- CH- NH 



J NH 



IT 445234-99-17 44533S-00-7P 445235-01-flP 



<c 
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Rlt: BSU (Biological study, unclassified) ; PRP (Properties) ; RCT 
(Reactant) ; SPN (Synthetic preparation) ; BIOL (Biological study] ; PREP 
(Preparation) ; RACT (Reactant or reagent) 

(synthesis and melanoma uptake of lllln-labeled DOTA-conjugated 
rhenium-cyclized .alpha. -MSH analogs) 
RN 445234-99-1 CAPLUS 

CN Rhenate(4), oxo [N- { (4 , 7, 10-tris (carboxymethyl) -1 , 4 , 7, 10- 

tetraazacyclododec-l-yl] acetyl] -L-cyateinyl - .kappa .S-L-cysteinyl - 

.kappa . N, . kappa . S-L- .alpha . -glutamyl -L-hi at idyl -D-phenylalanyl -L-arginyl -L- 

tryptophyl-L-cysteinyl- . kappa . S - L-arginyl -L-prolyl - L-valinatnidato ( 8- ) J - , 
tetrahydrogen (9CI) (CA INDEX NAME) 
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-O2C— CH2— CH2 



2 ,9 CHa~ Ph 



-O2C-CH2 




(CH 2 )3-KH-C-NH2 



PAGE 2 -A 



H 2 N-C 
i-Pr-CH — 
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06. 



PAGE 2-B 



PAGE 1-B 



-02C-CH2-CH2 y 



CH- (CH 2 )3-NH-C— NH2 



if 



RN 445235*00-7 CAPLUS 

CN Rhenate(S-), oxo (N- { [4 , 7, 10 -trie (carboxyraethyl ) - 1, 4 , 7, 10- 

tetraazacyclododec-l-yl J acetyl J -L-cyateinyl- . kappa .S-L-cysteinyl - 

.kappa .N, . kappa. S-L- .alpha. -glutamyl-L-histidyl -D-phenylalanyl -L-arginyl-L- 
tryptophyl-L-cysteinyl- .kappa. S-L-lysyl -L-prolyl -L-valinato (9-) ] - , 
pentahydrogen (9CI) (CA INDEX NAME) 



PAGE 1-A 



c> ,9 9"2 .? OT2-1 




(CH 2 ) 3 — NH — C — NH3 



-0 2 C- CH 2 



• 5 H + 



<c 
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jW l^^J NH 

CH— (CHa)* — NH2 



co 2 - O I 

I II I 

-CH— NH— O- / \ 



RN 445235*01-8 CAPLUS 

CN Rhenote(6 ), oxo[N- t (4 f 7, lO-tris (carboxymethyl) -1, 4 ,7, 10- 

tetraazacyclododec-l-yl] acetyl] -L-cyeteinyl- -kappa . S-L-cyateinyl - 

.kappa .N, . kappa. S-L- .alpha. -glutamyl -L-hiat idyl -D-phenylalanyl -L-arginyl-L- 

tryptophyl-L-cyateinyl- ■ kappa . S-L-lysyl -L-prolyl-L-valyl-L-aspartato {io- ) ) - 
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tetraazacyclododec- 1-yl] acetyl J -L-lyeyl-L-cysteinyl- . kappa .S-L-cysteinyl- 

.kappa .N, . kappa .S-L- . alpha . -glutamyl -L- hi Bt idyl - D-phenylalanyl -L-arginyl-L- 

tryptophyl -L-cysteinyl - . kappa . S-L-lyByl-L-prolyl-L-valinamidato (8- ) ] oxo- , 
tetrahydrogen (9CI) (CA INDEX NAME) 
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. kappa . N, .kappa . S-L- .alpha . -glutamyl-L-histidyl-D-phenylalanyl-L-arginyl- 
tryptophyl -L-cyateinyl- .kappa . S-L- lysyl -L-prolyl - L-valinatO ( 9- ) J 
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. kappa. N, .kappa. S-L- .alpha . -glutamyl-L-hiotidyl-D-phenylalanyl -L-arginyl-L- 

tryptophyl-L-cysteinyl- .kappa . S-L-lyByl -L-prolyl -L-valyl-L-aspartato (10- ) ] - 
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CN Indate(4-J -lllln, oxo [N- [ {4,7, 10- tris (carboxymethyl ) -1,4,7, 10- 

tetraazacyclododec-l-yl) acetyl] -L-cysteinyl- .kappa . S-L-cysteinyl - 

. kappa . N, .kappa .S-L- . alpha . -glutamyl -L-histidyl -D-phenylalanyl -L-arginyl -L- 
tryptophyl -L-cysteinyl- . kappa . S -L-arginyl -L-prolyl -L-valinamidato ( 8 -) ] - 
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oxoethyl] -1,4,7, 10-tetraazacyclododec-l-ylJacetyl] -L-lyeyl-L-cyBteinyl - 
. kappa. S-L-cysteinyl- .kappa . N, .kappa .S-L- .alpha . -glutamyl -L-histidyl-D- 
phenylalanyl -L-arginyl -L-tryptophyl-L-cysteinyl- .kappa .S-N6- 
[ (phenylmethoxy) carbonyl] -L-lyayl -L-prolyl-L-valinamidato (5- ) ) oxo- , 
hydrogen (9CI) (CA INDEX NAME) 




(CH 2 ) 3 — NH— C-NH 2 
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CN Rhenate (4-) , [N2-acetyl -N6- [[4,7, 10-tris (carboxymethyl) -1,4,7, 10- 

tetraazacyclododec-1 -yl] acetyl] -L-lysyl -L-cysteinyl - .kappa . S-L-cyBteinyl- 

. kappa . N, .kappa .S-L-. alpha. -glutamyl -L- hi at idyl- D-phenylalanyl -L-arginyl -L- 

tryptophyl -L-cysteinyl- . kappa . S -L- lysyl - L-prolyl -L- valinamidato ( 8 - > ] oxo- , 
tetrahydrogen (9CI) (CA INDEX NAME) 




(CH2) 3 — NH- C— NH2 
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tetraazacyclododecane-1, 4 , 7-triacetate- .kappa -Nl , . kappa. N4, . kappa. N7, .ka 
Ppa.NIO]-, bromide, (T-4)- (SCI) (CA INDEX NAME) 



LI 7 ANSWER € OF 12 US PAT FULL (Continued) 



|° CH 2 -0-CH 2 -Ph 
t - BUO- C- CH^ | 1 ^ ch— ^C~ NH- CH 2 ~ C~ O- CH 2 - Ph 



/\ J 

-N N 1 

\ l x 



0 l —pU N^— 1 
t-BuO-'c—CH^ ^ ^ CH 2 -C-OBu-t 



RN 186095-36-3 US PAT FULL 

CN Sodium, [1, 4 , 7 -tris (1, 1 -dimethylethyl ) 10 - [2 -[ (carboxymethyl ) amino] - 
(hydroxymethyl ) -2-oxoethyl] -1,4,7, 10-tetraazacyclododecane-l, 4, 7- 
triacetato- . kappa .Nl , . kappa .N4 , .kappa .N7, .kappa ,N10] - , 

monohy d robromide, 

(T-4)- (SCI) (CA INDEX NAME) 



NH — CH 2 — C0 2 " 




L17 ANSWER 7 OF 12 
ACCESSION NUMBER: 
TITLE: 
production 

INVENTOR (S) : 



PATENT ASSIGNEE (S) : 



PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN. INFO. 



US PAT FULL 

2000:174 826 US PAT FULL 

Cascade polymer complexes, process for their 

and pharmaceutical agents containing said complexes 
Schmitt-Willich, Heribert, Berlin, Germany, Federal 
Republic of 

Platzek, Johannes, Berlin, Germany, Federal Republic 

Raduchel, Bernd, Berlin, Germany, Federal Republic of 
Muhler, Andreas, Neuenhagen, Germany, Federal Republic 
of 

Frenzel, Thomas, Berlin, Germany, Federal Republic of 
Schering Aktiengeaellschaf t , Germany, Federal Republic 
of (non-U. S. corporation) 



NUMBER 



KIND 



DATE 



US 6166200 20001226 

US 1999-345307 19990702 (9) 

Division of Ser. No. US 1998-44254, filed on 19 Mar 

1998 which is a division of Ser. No. US 1996-674844, 

filed on 3 Jul 1996, now patented, Pat. No. US 5820849 



NUMBER 



DATE 



PRIORITY INFORMATION} 
DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
AB Cascade polymer complexes that contain 

a) complexing ligands of general formula I 

A-- {X-- {Y-- (Z--W--K.sub.W .sub.z) .sub.y ] -sub.x} .sub.a (I), 
in which 

A stands for a nitrogen-containing cascade nucleus of base multiplicity 



DE 1995-19525924 19950704 

Utility 

Granted 

Dees, Jose' G. 

Hartley, Michael G. 

Millen, White, Zelano, & Branigan, P.C. 

10 

1 

1 Drawing Figure(s); 1 Drawing Page(s) 
1904 



X and Y, independently of one another, stand for a direct bond or a 
cascade reproduction unit of reproduction multiplicity x or y, 

Z and W, independently of one another, stand for a cascade reproduction 
unit of reproduction multiplicity z or w, 

K stands for the radical of a complexing agent, 

a Btands for numbers 2 to 12, 

x, y, z and w, independently of one another, stand for numbers 1 to 4 , 
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the product of the multiplicities, 

16 . ltoreq.a .mult idot .x.mult idot .y .trail t idot ,z .mult idot .w. ltoreq .64 
holds true, 

b) at least 16 ions of an element of atomic numbers 20 to 29, 39, 42, 

44 

or 57-83, 

c) optionally cations of inorganic and/or organic bases, amino acids or 
amino acid amides as well as 

d) optionally acyloted terminal amino groups are valuable compounds for 
diagnosis and therapy. 
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(9CI) (CA INDEX NAME) 



LI 7 ANSWER 7 OF 12 US PAT FULL (Continued) 



L17 ANSWER 7 OF 12 US PAT FULL (Continued) 



t - BUO— C- CH^ 

r\.. 
]_/•■ 
i? /L 

t-BuO-C-CH 2 1 



Me O 

I II 

CH— C— NH— CH 2 — CH 2 - C0 2 " 



CH 2 -C— OBu-t 



t-BuO-C— CH 2 




CH 2 — C-OBu-t 



RN 1B6095-35-2 US PAT FULL 

CN Sodium (1+) , [tris ( l , l-dimethylethyl ) 10- [2-oxo-2- [ [2-oxo-2- 

( phenyl me thoxy) ethyl] amino] -1- [ (phenylmethoxy) methyl] ethyl] -1, 4, 7, 10- 
tetraazacyclododecane - 1 , 4 , 7- triacetate- . kappa . Nl , . kappa. N4, . kappa. N7, .ka 
ppa.NIO]-, bromide, (T-4)- (9CI) (CA INDEX NAME) 



t-BuO-C-CH^ 

I N v 



CH 2 -0-CH 2 - Ph 



I 1 ^ CH C- NH- CH 2 - C- O- CH 2 - Ph 

» w — j o I 



/i r 



RN 186095-36-3 US PAT FULL 

CN Sodium, ( l , 4 , 7 - tris { 1 , 1 -dimethylethyl ) 10 - (2 -[ (carboxymethyl ) amino] - 
(hydroxymethyl) -2-oxoethyl] -1,4,7, 10-tetraazacyclododecane- 1 , 4, 7- 
triacetato- .kappa .Nl, .kappa .N4 , . kappa .N7, .kappa .N10] - , 

monohydrobromide, 

(T-4)- (9CI) (CA INDEX NAME) 



<c 
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CH C— OMe 



t-BuO— C— CH2 




CH2-C— OBu-t 



CH 2 — C-OBu-t 



NUMBER 



KIND 



DATE 



US 6093382 

US 1998-80157 

Utility 

Granted 

Dees, Jose' G. 

Jones, Dameron 

Balogn, Imre 

36 

1 



20000725 
19980516 



8 Drawing Page(s) 



8 Drawing Figure (s 
3756 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Diagnostic and therapeutic compositions in the form of complexes for 

enhancing transmembrane transport of a diagnostic or therapeutic agent 
and methods for their use. The complexes contain the .alpha., .gamma., 
or bis isomers of folate receptor-binding analogs of folate, a metal 
chelated by a ligand, and in one embodiment, a chemotherapeutic agent. 

IT 251084-67-0P 

(reaetant for prepn. of metal complexes for use in diagnostic and 
therapeutic applications) 
RN 251084-67-0 US PAT FULL 

CN i, 4 , 7, 10-Tetraazacyclododecane-l, 4 , 7, lo-tetraacetic acid, 

.alpha - - (azidomethyl) - , .alpha . ' , .alpha . ' ' , .alpha . ' ' ' -tris (1 , 1- 
dimethylethyl) . alpha . -methyl escer (9CI) (CA INDEX NAME) 
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t-BuO-C-CH 2 



t-BuO— C— CH 2 



Q 1 N N ' 

ii /i r 



CH— C— NH— CH 2 — C— O— CH 2 — Ph 



CH 2 — C— OBu-t 
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US 6063361 20000516 

US 1998-40364 19980318 (9) 

Continuation of Ser. No. US 1996-674844, filed on 3 
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NUMBER DATE 
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Utility 

Granted 
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1 Drawing Page(s) 



1 Drawing Figure(s); 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Cascade polymer complexes having a complexing ligand with at least two 

different reproduction units and having a complexing agent which is a 
macrocyclic group having an amide grouping or a linear DTPA-type group 
having a linkage to the polymer through the central nitrogen. 
IT 186095-2S-1P 186095-27-2P 186095-30-7P 

1B6095-31-8P 1S6095-35-2P 1660»5-3«-3P 

(prepn. of cascade polymer complexes as medical contrast media) 
RN 186095*26-1 US PAT FULL 

CN Sodium(l+), [tris ( 1, 1-dimethylethyl ) 10- [l-methyl-2-oxo-2- ( (2-oxo-2- 

(phenylmethoxy) ethyl] amino] ethyl] -1,4,7, 10 - tetraazacyclododecane - 1 , 4,7- 
triacetate- . kappa. Nl, . kappa. N4, .kappa .N7, . kappa. N10] -, bromide, (T-4) - 
(9CI) (CA INDEX NAME) 



186095-27-2 US PAT FULL 

Sodium, 11, 4, 7-tris (1, 1-dimethylethyl) 10- [2- [ (carboxymethyl) amino] -1- 
methyl-2-oxoethyl] -1,4,7, 10- tetraazacyclododecane - 1 , 4, 7-triacetato- 
. kappa .Nl, . kappa ,N4 , . kappa. N7, . kappa .N10] - , monohydrobromide, (T-4)- 
(9CI) (CA INDEX NAME) 



II Me O 

" I il 

t - BuO- C~ CH^ | 1 ^ ^_ c_ m - ch 2 - co 2 - 



/ 

t-BuO— C— CH 2 



DO 

1 N N 1 



CH 2 — C— OBu-t 



RN 186095-30-7 US PAT FULL 

CN Sodium(l-t-) , [tris ( 1 , 1 -dimethylethyl ) 10- [l-methyl-2-oxo-2- { [3 -OXO-3 - 

(phenylmethoxy) propyl ] amino] ethyl J -1,4,7, 10 - tetraazacyclododecane- 1 , 4,7- 

triacetate- .kappa .Nl, . kappa. N4 , . kappa. N7, . kappa. N10] -, bromide, (T-4) - 
(9CI) (CA INDEX NAME) 



<c 
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t - BuO — C — CH2 



i/ 

DO 



CH- C— NH— CH 2 — CH2 — C~ 0~ CH2~ Ph 



t-BuO — C CH 2 



CH2 — 0~ CH 2 — Ph 
CH— C- NH- CH 2 - C~0— CH2~ 



t-BuO — C — CH2 ' CH 2 -C-OBu-t 



rvn 0 

L/\J o 



t -BuO- C- CH^ ^ ^ ^ C— OBu - 1 



186095-31-8 US PATFULL 

Sodium, [1,4, 7-trie (1, 1-dimethylethyl ) 10- [2- [ (2-carboxyethyl) amino] - 1 
methyl -2 -oxoethyl) -1,4,7, 10-tetraazacyclododecane- 1 , 4 , 7-triacetato- 
. kappa -Nl , .kappa -N4 ,. kappa .N7 , . kappa. N10J monohydrobromide, (T-4) - 
(9CI) (CA INDEX NAME) 



RN 186095-36-3 US PATFULL 

CN Sodium, [ 1 , 4 , 7-triB ( 1, 1-dimethylethyl ) 10- [2 - ( (carboxymethyl ) amino] - 1 - 
(hydroxymethyl) -2 -oxoethyl] -1,4,7, 10-tetraazacyclododecane- 1, 4,7- 
triacetato- .kappa .Nl, . kappa. N4, . kappa. N7, . kappa. N10] 

monohyd robromi de , 

(T-4)- (9CI) (CA INDEX NAME) 



if / 

t-BuO-C— CH 2 



_q \l 1/™ 

do 



CH- C— NH— CH 2 — CH2— CO 2 " 



t-BuO— C— CH2 



CH 2 -C-OBu-t 



t-BuO-C-CH 2 



| j CH— C— NH— CH 2 - C0 2 * 

rvn - 



CH 2 — C — OBu - 1 



RN 166095-35-2 US PATFULL 

CN Sodium(l+), [trio ( 1 , 1 -dimethylethyl ) 10- (2-0x0-2- [ [2-oxo-2- 

(phenylmethoxy) ethyl] amino] -1- [ (phenylmethoxy) methyl ] ethyl] -1, 4, 7, 10- 

tetraazacyclododecane-1, 4, 7-triacetate- . kappa. Nl, . kappa. N4, . kappa. N7, .ka 
ppa.NIO]-, bromide, (T-4)- (9CI) (CA INDEX NAME) 
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(cascade polymer precursor; nitrogen-contg . cascade polymer transition 
metal complexes and their manuf. and use in pharmaceuticals and 
diagnostic agents) 

RN 1B6095-27-2 US PATFULL 

CN Sodium, [1, 4, 7-tris(l, 1-dimethylethyl) 10- [2- I (carboxymethyl ) amino] -1- 
methyl -2 -oxoethyl J -1,4,7, 10-tetraazacyclododecane- 1, 4, 7-triaceteto- 
. kappa. Nl, .kappa .N4, .kappa. N7, .kappa .N10] - , monohydrobromide, (T-4) - 
(9CI) (CA INDEX NAME) 



Me O 

'I! 

j 1 ✓ CH — C — NH — CH 2 — CO2 " 



NUMBER 



KIND 



DATE 



US 6057419 
WO 9723245 
US 1998-77773 
WO 1996-EP5315 



NUMBER 



20000502 
19970703 
19980604 
19961129 
19980604 
19980604 



t-BuO— C— CH 2 



DO 



CH2 — C— OBu-t 



PCT 371 date 
PCT 102(e) date 



DE 1995-19549286 19951222 

Utility 

Granted 

Truong, Due 

Millen, White, Zelano, & Branigan, P.C. 



192635-90-6 US PATFULL 

Sodium(l+), [tris { 1, 1-dimethylethyl ) phenylmethyl 1,4,7, 10- 
tetraazacyclododecane- 1 , 4,7, 10-tetraacetate- 
. kappa. Nl, .kappa .N4, .kappa. N7, .kappa .N10) -, bromide, (T-4)- 
INDEX NAME) 



(9CI) (CA 



2064 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Cascade polymer complexes that contain a) complexing ligands of general 

formula (I), in which A stands for a nitrogen-containing cascade 

nucleus 

of base multiplicity a, X and Y, independently of one another, stand 



t-BuO— C— CH^ 



CH2~ C— O— CH 2 — Ph 



for 



a direct bond or a cascade reproduction unit of reproduction 
multiplicity x or y, z and w, independently of one another, stand for a 
cascade reproduction unit of reproduction multiplicity z or w, K stands 
for the radical of a complexing agent, a stands for numbers 2 to 12, x, 
y, z and w, independently of one another, stand for numbers 1 to 4, 
provided that at least two reproduction units are different, and that 
16 . ltoreq.a .multidot . x.multidot .y. multidot . z .multidot .w. ltoreq . 64 holds 
true for the product of the multiplicities and that at least one of 
cascade reproduction units X, Y , Z, W stands for a 1,4, 7, 10- 
tetraazacyclododecane or 1, 4 , 8, 11-teraazacyclotetradecane reproduction 
unit, b) at least 16 ions of an element of atomic numbers 20 to 29, 39, 
42, 44 or 57-63, c) optionally cations of inorganic and/or organic 
bases, amino acids or amino acid amides as well as d) optionally 
acylated terminal amino groups are valuable compounds for diagnosis and 
therapy. 

1B6095-27-2P 192635-90-BP 192635-91-9P 
19263S-96-4P 192S36-00-3P 



DO 

0 1 N N 1 

1 /| I" 

t - BuO — C — CH2 



CH 2 — C— OBu-t 



192635-91-9 US PATFULL 

Sodium, [tris (1, 1-dimethylethyl) 1,4,7, 10-tetraazacyclododecane - 1 , 4 , 7, 10- 
tetraacetato- . kappa. Nl, .kappa .N4, . kappa. N7, . kappa. Nio) - , 
monohydrobromide, (T-4)- (9CI) (CA INDEX NAME) 



<c 
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DO 

I— C— CH-> 1 1 CM 2 



CH2 - C-OBu-t 



t-BuO-C-CH 2 



CH 2 -C-0Bu-t 



t-BuO-C-^ 1 1 CH 2 -C-OBu-t 



• HBr 



192635-96-4 US PAT FULL 

Sodium(l+) , ttristl, 1-dimethylethyl) 10- (2- ( [2- (1, 1-dimethylethoxy) -2- 
oxoethyl] amino] - l -methyl -2 -oxoethyl] -1,4,7, 10-tetraazacyclododecane- 
1,4, 7-triacetate- . kappa. Nl, . kappa. N4, . kappa. N7, . kappa. N10] -, bromide, 
(T-4)- (9CI) (CA INDEX NAME) 



t-BuO <^qj2^ j 1 ^ ch- c- m - ch 2 - C- OBu - 1 



DO 

Tv K. 



t-BuO-C-CHa 1 1 CH 2 -C-OBu-t 



RN 192636-00-3 US PAT FULL 

CN Sodium (1+) , (tris ( 1 , 1 -dimethyl ethyl ) 

10- [l-methyl-2- [ [2 - (4 -nitrophenoxy) -2- 

oxoethyl] amino) -2-oxoethyl) -1,4,7, 10- tetraazacyclododecane-1, 4,7- 
triacetate- . kappa. Nl, .kappa ,N4, .kappa .N7, . kappa. N10] bromide, (T-4) - 
(9CI) (CA INDEX NAME) 



IT 192636-01-4DP, gadolinium complexes 192636-09-2DF, 

gadolinium complexes 192636-17-2DP, gadolinium complexes 
192636-25-2DP, gadolinium complexes 192636 -31-0DP, 
gadolinium complexes 

(nitrogen-contg . cascade polymer transition metal complexes and their 
manuf . and use in pharmaceuticals and diagnostic agents) 
RN 192636-01-4 US PAT FULL 
CN Sodium(l+), {tris (1, 1-dimethylethyl) 
10- [l-methyl-2- [ [2- (4-nitrophenoxy) -2- 

oxoethyl ] amino] -2-oxoethyl] -1,4,7, 10-tetraazacyclododecane-l, 4, 7- 
triacetate- . kappa. Nl, . kappa. N4, . kappa. N7, . kappa. N10] -, bromide, polymer 
with 

N, N, N ' , N ' , N* ' , N ' ' -hexakis (2-aminoethyl) - 1 , 3 , 5-benzenetricarboxamide 

hydrobromide and 4 -nitrophenyl [2-oxo-2- [4, 7, 10-tris [ (2S) - l-oxo-2 , 6- 

bis [ ( (phenylmethoxy) carbonyl ] amino] hexyl] -1,4,7, 10-tetraazacyclododec-l- 
yljethoxy] acetate (9CI) (CA INDEX NAME) 

CM 1 

CRN 192636-00-3 

CMF C37 H60 N6 Na Oil . Br 

CCI CCS 

CDES 7: T-4 



L17 ANSWER 10 OP 12 US PAT FULL (Continued) 



L17 ANSWER 10 OF 12 US PAT FULL (Continued) 



t-BuO-C-CH 2 



^1 1/ 

DO 



r f f 

CH— C— NH— CH2~ C— 



t-BuO-C-CH^ I^CHs-C-OBu-t 



CRN 192635-87-3 

CMF C21 H3 9 N9 03 . X Br H 




H 2 N~ CH 2 — CH 2 — N— 
H 2 N-CH 2 - CH 2 



O CH 2 -CH 2 -NH 2 
C- N- CH 2 ~ CH 2 - NH 2 



|C-pCH 2 -CH2-NH 2 
O CH 2 -CH2~NH2 




CRN 192635-8G-2 
CMF C84 H99 Nil 021 



Absolute stereochemistry. 



-a. 



RN 192636-09-2 US PAT FULL 

CN Sodium(l+), (trio (1, 1-dimethylethyl) 

10- [l-methyl-2- [ [2- (4-nitrophenoxy) -2- 

oxoethyl] amino] -2-oxoethyl] -1, 4, 7, 10-tetraazacyclododecane-l, 4, 7- 
triacetate- . kappa. Nl, . kappa. N4, .kappa .N7, .kappa .Nio] - , bromide, polymer 
with N,N,N*,N , ,N'',N*' -hexakis [2- [ [ (2S) -2, 6-diamino- 1- 
oxohexyl] amino] ethyl] - 1, 3 , 5-benzenetricarboxamide hydrobromide (9CI) 
(CA INDEX NAME) 



CM 1 



<c 



09/405, 046 
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CRN 192636-06-9 

CMF C57 Hill N21 09 . X Br H 



Absolute stereochemistry . 



H 2 N^ 




t - BuO - C— CH 2 



CH — C — NH — CH 2 



t-BuO-C-CH 2 ' 1 CH 2 -C-OBu-t 



RN 192636-17-2 USPATFULL 

CN Sodium(l+), [trig ( 1 , 1 -dimethylethyl > 

10- [1 -methyl -2- [ (2- (4 -nitrophenoxy) -2- 

oxoethyl] amino] -2-oxoethyl) -1,4,7, 10-tetraazacyclododecane-l, 4 , 7- 
triacetate- .kappa .Nl, .kappa .N4, . kappa. N7, . kappa. N10] -, bromide, polymer 
with 1, 4 , 7, 10, 13 , 16 -hexakia (3 -amino- 1-oxopropyl) -1,4,7, 10, 13, 16 - 
hexaaza eye looctade cane hydrobromide (9CI) (CA INDEX NAME) 

CM 1 



PAGE 1-B 



• x HBr 



CM 2 

CRN 192636-00-3 

CMF C37 H60 N6 Na Oil 

CCI CCS 

CDES 7:T-4 



H2N— CH2— CH2~C 



H 2 N~ CH 2 - CH 2 " 



H 2 N— CH 2 - CH 2 - 



C-CH 2 - CH 2 ~ NH 2 



I il 




CH 2 — CH 2 — KH 2 



CH 2 -CH2-NH 2 
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CRN 192636-00-3 

CMF C37 H60 N6 Na Oil . Br 

CCI CCS 

COES 7:T-4 



O V~ CH^ J j ^CH-C-NH- CH2-C-O 



» /1 i x 

t-BuO-C-CH 2 ' ' CH 2 ~C-OBu-t 
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O- CH 2 - Ph 

- NH- C- O- CH 2 - Ph 



CM 2 



RN 192636-25-2 USPATFULL 

CN Sodium (1+), [trie (1, 1 -dimethylethyl) 

10- [l-methyl-2- [ [2- (4 -nitrophenoxy) -2- 

oxoethyl] amino] -2-oxoethyl) -1,4,7, 10-tetraazacyclododecane-l, 4,7- 
triacetate- .kappa. Ml, . kappa. N4, . kappa. N7, . kappa. N10] - , bromide, polymer 
with with N, N, N ' ,N* , N ' * , N ' ' -hexakis (2 -aminoethyl ) -1,3,5- 
benzenetricarboxamide hydrobromide and I2-oxo-2- [4, 7, 10-trie Il-oxo-5- 

[ [ (phenylmethoxy) carbonyl] amino) -2- [3- [ [ (phenylmethoxy) carbonyl ) amino) pr 

opyl]pentyl] -1,4, 7, 10-tetraazacyclododec-l-yl] ethoxy] acetic acid (9CI) 
(CA INDEX NAME) 



CRN 192636-00-3 

CMF C3 7 H6 0 N6 Na Oil . Br 

CCI CCS 

CDES 7:T-4 



t-BuO— C— CH2 



Me O 
I II 



\^ J j ^ CH- C— NH- CH 2 - C~ 



TO 

. /\ [ ^ cm 



t - BuO — C — CH 2 1 1 CM 2 -C-0Bu-t 



PAGE 1-A 



Ph— CH2-O-C-NH— (CH 2 ) 3 — CH— C 
Ph— CH 2 — O— C— NH— (CH 2 ) 3 



(CH 2 ) 3 - NH— C— O— CH 2 - Ph 
0=C— CH— ( CH 2 ) 3 — NH — C— O 

^n^/^N ° I 

I J (CH 2 ) 3 -NH-C 

*\_ I 

N N ^C-CH- (CH 2 ) 3 

\ 

C— CH 2 — O— CH 2 - C0 2 H 
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H 2 N— CH 2 -CH 2 -N— 
H 2 N-CH 2 - CH 2 



1? it r 




C-N-CH 2 -CH 2 -NH 2 



-N-CH 2 - CH2-NH2 



irr 

O CH 2 -CH 2 -NH2 
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— NH — C— O— CH 2 — Ph 



-C— CH 2 — NH— C— O— CH 2 — Ph 



RN 192636-31-0 USPATFULL 

CN Sodium(l+), ttris (1, 1 -dimethylethyl ) 

10- [l-methyl-2- [ [2- (4-nitrophenoxy) -2- 

oxoethyl] amino] -2-oxoethyl] -1,4,7, 10 - tetraazacyclododecane- 1 , 4 , 7- 
triacetate- . kappa. Nl, . kappa. N4, . kappa. N7, -kappa. N10] - , bromide, polymer 



NH — C~ CH 2 — NH— C— O— CH 2 ~ Ph 



ith 



linoethyl) -1,3, 5-benzenetricarboxamide 



N,N,N , ,N , ,N ,, ,N" -hexakis (2-i 
hydrobromide and 

[2-oxo-2- [4,7, 10-tria {3,5-bis I [ 1 1 (phenylmethoxy) carbony 

1 ] amino! acetyl ] amino) benzoyl ] - 1 , 4 , 7 , 10 - tetraazacyclododec- 1 - 
yllethoxy] acetic acid (9CI) (CA INDEX NAME) 



CM 



1 



CRN 192636-29-6 
CMF C93 H96 N16 025 




Ph— CH 2 — O— C— NH— CH 2 — C~ NH 



CH 2 — O- CH 2 — CO2H 



CM 2 

CRN 192636-00-3 

CMF C37 H60 Nfi Na Oil . Br 

CCI CCS 

CDES 7:T-4 



t . BUO -L 2 t it it rr" 

t-BuO C-CH^j. |^CH-C-MH-CH 2 -C-0 

rvn 

o L/ N J o 

II /\ |\ IT 

C-BUO-C-CH2 1 CH 2 -C-OSu-t 



CRN 192635-87-3 

CMF C21 H39 N9 03 . X Br H 
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H 2 N— CH 2 — CH 2 -N— 
H 2 N — CH 2 — CH 2 



CH 2 ~ CH 2 - NH 2 
-M-CH2-CH2-NH2 



|C-N-CH 2 - CH 2 -NH 2 
O CH 2 — CH 2 -NH 2 
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AB Cascade polymer complexes that contain 

a) complexing ligands of general formula I 

A--{x-- [Y-- (Z- - (w- -K.sub.w) .sub.z) .sub.y) . sub.x }.sub.a, (I) 
in which 

A stands for a nitrogen-containing cascade nucleus of baBe multiplicity 



X and Y, independently of one another, stand for a direct bond or a 
cascade reproduction unit of reproduction multiplicity x or y, 

Z and W, independently of one another, stand for a cascade reproduction 
unit of reproduction multiplicity z or w. 



K stands for the radical of a complexing agent, a stands for numbers 2 
to 12, x, y, z and w, independently of one another, stand for numbers 1 
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provided that at least two reproduction units are different, that 
16 . ltoreq. a .multidot .x. multidot .y .multidot . z .multidot .w. ltoreq .64 holds 
true for the product of the multiplicities, and that at least one of 
cascade reproduction units X, Y, Z, w stands for a 1,4,7, 10- 
tetraa za eye lodode cane or 1, 4 , 8 , ll-tetraazacyclotetradecane reproduction 
unit , 

b) at least 16 ions of an element of atomic numbers 20 to 39, 39, 42, 
or 57-83, 

c) optionally cations of inorganic and/or organic bases, amino acids or 
amino acid amides as well as 

d) optionally acylated terminal amino groups are valuable compounds for 
diagnosis and therapy. 

18S095-27-2P 192635-90-6P 192635-91-9P 
192635-96-4P 192636-O0-3P 

(cascade polymer precursor; nitrogen-contg . cascade polymer transition 
metal complexes and their manuf . and use in pharmaceuticals and 
diagnostic agents) 
1B6095-27-2 USPATFULL 

Sodium, [1, 4, 7-tris(l, 1-dimethylethyl) 10- [2- [ (carboxymethyl ) amino] -1- 
methyl -2-oxoethyl] -1,4,7, lO-tetraazacyclododecane- 1, 4, 7-triacetato- 
. kappa. Nl, . kappa. N4, . kappa. N7 r .kappa .N10] - , monohydrobromide, (T-4)- 
(9CI) {CA INDEX NAME) 
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/ 

t-BuO— C— CH 2 



Me O 
I II 

CH- C— NH- CH 2 ~ C0 2 " 

^ J 0 

p ' — n n — 1 y 

II A l\. 



t-BuO— C-CH2 

i N 



CH2 — C— OBu-t 



192635-90-B US PATFULL 

Sodium (1+) , [tris (1 , 1-dimethylethyl ) phenylmethyl 1,4,7,10- 
tetraazacyclododecane- 1, 4,7, 10-tetraacetate- 

. kappa. Nl, .kappa. N4, .kappa. N7, . kappa. N10J -, bromide, (T-4) - (9CI) 
INDEX NAME) 



t-BuO— C— CH 2 



I? 



— 1^012-0- 0-CH 2 — Ph 
t-Bu0-C-CH 2 1 1 CH 2 -C-0Bu-t 



19263 5-91-9 US PATFULL 

Sodium, [tris (1, 1-dimethylethyl) 1,4,7, 10-tetraazacyclododecane- 1, 4 , 7, 
tetraacetate- -kappa .Nl , .kappa ,N4 , . kappa . N7, .kappa .NlO] - „ 
monohydrobromide, (T-4)- (9CI) (CA INDEX NAME) 



CH2 — C— OBU-t 



-0 2 C-CH^ 



LX 
f /Li 

t-BuO- C— CH2 



19263 5-96-4 US PATFULL 

Sodium(l+) , [tristl, 1-dimethylethyl) 10- [2- [ [2- (1, 1-dimethylethoxy) -2- 
oxoethyl ] amino] -1 -methyl -2 -oxoethyl] -1,4,7, 10-tetraazacyclododecane- 
1,4, 7- triacetate- . kappa .Nl, . kappa . N4 , .kappa .N7, . kappa .N10] - , bromide 
(T-4)- (9CI) (CA INDEX NAME) 
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CM 1 



t-BuO— C— 



CH2^ 

OQ 



! || || CRN 192636-00-3 

^CH— C-NH- CH 2 ~ C-0Bu-t CMF C37 H60 N6 Na Oil 



CCI CCS 
CDES 7: T-4 



-CH2 1 ' CH 2 -C-0Bu-t _|| | 



t-Bu0— C—CH 2 



\l \/ 
I N , 



CH — C— NH— CH 2 — C- 



✓*\ J 

N N 1 

I l x ™ 



0 > N 

192636-00-3 US PATFULL || /\ |\ _ 

Sodium(l+), [tris <1, 1-dimethylethyl) t-BuO— C~CH 2 012 

[1 -methyl -2- [ [2- (4 -nitrophenoxy) -2- 

oxoethyl] amino] -2-oxoethyl] -1,4,7, 10- tetraazacyclododecane- 1 ,4,7- 
triacetate- . kappa. Nl, . kappa. N4, . kappa. N7, .kappa. NlO] -, bromide, (T-4) - 

(9CI) (CA INDEX NAME) m 



t-BuO-C-CH^ | /C H-C-NH-CH 2 -C- 



0Q 

./A 



CRN 192635-87-3 

CMF C21 H39 N9 03 . x Br H 



t-Bu0-C-CH 2 ' 1 CH 2 -C-0Bu-t 



IT 192636-01-4DP, gadolinium complexes 192636-09-2DP, 

gadolinium complexes 192636-17 -2DP, gadolinium complexes 
192636-2S-2DP, gadolinium complexes 192636 -31-0DP, 
gadolinium complexes 

(nitrogen-contg. cascade polymer transition metal complexes and their 
manuf. and use in pharmaceuticals and diagnostic agents) 
RN 192636-01-4 US PATFULL 
CN Sodium(l+) , {tris (1, 1-dimethylethyl) 
10- [1 -methyl -2- ( {2- (4 -nitrophenoxy) -2- 

oxoethyl) amino) -2-oxoethyl J -1,4,7, 10- tetraazacyclododecane- 1, 4,7- 
triacetate- .kappa .Nl, . kappa .N4 , .kappa . N7, .kappa ,N10] - , bromide, polymer 
with 

N, N, N' , N' , N" ' , N' ' -hexakis (2-aminoethyl) -1,3, 5 -benzenetricarboxamide 

hydrobromide and 4 -nitrophenyl (2 -oxo- 2 - [4 , 7 , 10 -tris [ (2S ) - 1 -oxo- 2 , 6 - 



H 2 N— CH 2 — CH2- N— 
H 2 N-CH 3 -CH2 



O CH 2 -CH 2 -NH 2 
C- N- CH 2 - CH 2 ~ NH2 



C— N- CH 3 - CH 2 - NH 2 
0 CH 2 — CH 2 -NH 2 




• x HBr 



Absolute stereochemistry. 



bis ( [ (phenylmethoxy) carbonyl ] amino] hexyl] -1,4,7, 10-tetraazacyclododec- 1 - 
yllethoxyj acetate (9CI) (CA INDEX NAME) 
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oxohexyl] amino] ethyl J -1,3, 5-benzenetricarboxamide hydrobromide (SCI) 
(CA INDEX NAME) 




Ph -NH 

T 



CRN 192636*06-9 

CMF C57 Hill N21 09 . X Br H 



Absolute stereochemistry. 



H 3 N^ 




RN 192636-09-2 US PAT FULL 

CN Sodium (1 + ) , [tris (1, 1-dimethylethyl) 

10- [l -methyl -2- [ [2- ( 4 -nitrophenoxy) -2- 

oxoethyl ) amino) -2-oxoethyl] -1,4,7, 10- tetraazacyclododecane- 1,4,7- 
triacetate- .kappa .Ni, . kappa. N4, .kappa .N7, . kappa. N10] -, bromide, polymer 
with N, N, N ' , N 1 ,N' • ,N' ' -hexakis[2- [ [ (2S) -2 , 6 -diamino- 1 - 



CM 2 

CRN 192636-00-3 

CMF C3 7 H60 N6 Na Oil . Br 

CCI CCS 

CDES 7:T-4 
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CCI CCS 
CDES 7:T-4 



t - BUG- C- CH^ | 1 ^ ch_ 'c_ m - ch 2 - c- 



DC 

O 1 H N 1 



t-BuO-C-CH 2 ' ' CH 2 -C-OBu-t 



if Me O 

t-BuO-C-CH^| I^ct-c-NH-CH^ 



DC 



/I l x 

t-BuO-C— CH 2 1 1 CH 2 — C-OBu-t 



RN 192636-17-2 US PAT FULL 

CN Sodium{l+), [tria (1, 1-dimethylethyl) 

10- [1 -methyl -2- t [2- (4 -nitrophenoxy) -2- 

oxoethyl] amino] -2-oxoethyl] -1,4,7, 10- tetraazacyclododecane- 1, 4, 7- 
triacetate- . kappa. Nl, . kappa. N4 , . kappa. N7, .kappa .N10] -, bromide, polymer 
with 1, 4,7, io, 13, 16-hexakis(3-amino-l-oxopropyl) -1,4,7,10, 13, 16- 
hexaazacyclooctadecane hydrobromide (9C1) (CA INDEX NAME) 

CM 1 

CRN 192636-15-0 

CMF C3 0 H6 0 N12 06 . X Br H 



RN 192636-25-2 USPATFULL 

CN Sodium(i+), [tris ( 1 , 1-dimethylethyl ) 

10- [l-methyl-2- { 12- (4 -nitrophenoxy) -2- 

oxoethyl] amino} -2-oxoethyl] -1,4,7, 10- tetraazacyclododecane- 1 , 4 , 7- 
triacetate- -kappa .Nl, . kappa. N4, . kappa. N7, . kappa. Nio] bromide, polymer 
with with N,N,N' ,N* ,N' ' ,N' * -hexakis (2-aminoethyl) -1, 3, 5- 
benzenetricarboxamide hydrobromide and [2-oxo-2- (4 , 7, 10- trio [l-oxo-5- 

t ( (phenylmethoxy) carbonyl] amino] -2 - (3 - ( I (phenylmethoxy) carbonyl] amino] pr 

opyl] pentyl] -1,4,7, 10-tetraazacyclododec- 1-yl] ethoxy] acetic acid (9CI ) 
(CA INDEX NAME) 



H 2 N— CH 2 -CH 2 — C 



H 2 N- CH 2 ~ CH 2 - 



H 2 N CH 2 — CH 2 ' 



CH 2 — CH2-NH2 




" CH 2 ~~ CH 2 NH 2 



CH 2 ~ CH 2 -NH 2 



CRN 192636-23-0 

CMF C84 H10S N10 019 



Ph-CH 2 -0-C-NH- <CH 2 >3-CH— C- 
Ph— CH 2 — O— C~ NH- ( CH 2 ) 3 
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CMF C37 H6 0 N6 Na Oil . Br 
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CH 2 -Ph 



LI 7 ANSWER 11 OF 12 US PAT FULL (Continued) 
<j> o ch 2 -ch 2 -nh 2 

H 2 N- CH 2 - CH 2 - N— Cs,^^ ^ C~ N~ CH 2 - CH 2 - NH 2 
H 2 N— CH 2 — CH 2 1| 

c— n- ch 2 - ch 2 - nh 2 
0 ch 2 -ch 2 -nh 2 




— NH— C— O— CH 2 — Ph 



CM 2 

CRN 192636-00-3 

CMF C37 H60 N6 Na Oil . Br 

CCI CCS 

CDES 7:T-4 



t-BuO— C— 



r i? f rr" 

I -|^CH-C-NH-CH 2 -C-0 \^ 

1 N N 1 ,9 



n /i_J\ 11 

t-BuO-C-CH 2 ' ' CH 2 -C-0Bu-t 



RN 192636-31-0 US PAT FULL 

CN Sodium(l+), [trie (1, 1- dimethyl ethyl) 

10- (1 -methyl -2- [ [2- (4 -nitrophenoxy) -2- 

oxoethyl] amino) -2-oxoethyl) -1,4,7, 10- tetraazacyclododecane- 1, 4, 7- 
triacetate- .kappa . Nl, . kappa. N4, . kappa. N7, . kappa. N10] -, bromide, polymer 
with 

N , N, N ' , N ' , N ' ' , N ' ' -hexakis (2-aminoethyl) -1,3, 5-benzenetricarboxamide 

hydrobromide and 
[2 -oxo- 2- (4, 7, 10-tris [3, 5 -bis E I E t (phenyl me thoxy) carbony 

1 ] amino) acetyl) amino] benzoyl] -1,4,7, 10- tetraazacyclododec- 1 - 

yllethoxy) acetic acid {9CI) (CA INDEX NAME) 

CM 1 

CRN 192636-29-6 
CMF C93 H96 N16 025 



CRN 192G35-B7-3 

CMF C21 H39 N9 03 . X Br H 



Ph— CH 2 — O— C— NH— CH 2 — C— NH 
O O 
II II 
Ph— CH 2 - O— C— NH— CH 2 — C— NH 

Ph— CH 2 — O-C— NH-CH 2 — C—NH I 



,,N C ^ 



if 



CH 2 — O— CH 2 — C0 2 H 
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- NH— C— O— CH 2 — Ph 



-C— CH 2 — NH— C— O— CH 2 — Ph 



NH ^C CH 2 - NH-C- O- CH 2 - Ph 
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CH 2 — CH 2 NH 2 
H 2 N-CH 2 — CH 2 — N— C>^ ^, C- N— CH 2 - CH2— NH2 

H 2 H— CH 2 — CH 2 

T 

-N-CH 2 — CH 2 — NH 2 




n 

O CH 2 -CH 2 — NH 2 



CM 2 

CRN 192636-00-3 

CMF C37 H60 N6 Na Oil . Br 

CCI CCS 

CDES 7:T-4 



11 r 1 1? (TT 



K\ 1 

DO 



t-BuO— C— CH 2 1 1 m 2 



• Br" 



CM 3 



CRN 192635-87-3 

CMF C21 H39 N9 03 . X Br H 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
AB Cascade polymer complexes that contain 

a) complexing ligands of general formula I 

A-{x- [Y- (Z- <W-K. sub . w >.sub.Z) .sub.y J.sub.x J.sub.a 

in which 

A stands for a nitrogen-containing cascade nucleus of base multiplicity 
a, 

X and Y, independently of one another, stand for a direct bond or a 
cascade reproduction unit of reproduction multiplicity x or y, 

Z and w, independently of one another, stand for a cascade reproduction 
unit of reproduction multiplicity z or w, 

K stands for the radical of a complexing agent, 

a stands for numbers 2 to 12 , 

x, y, z and w, independently of one another, stand for numbers 1 to 4, 
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provided that at least two reproduction units are different and that 

the product of the multiplicities, 

16<:a. multidot . x . multidot . y . mul tidot . z . multidot .w<64 
holds true, 

b) at least 16 ions of an element of atomic numbers 20 to 29, 39, 42, 
or 57-83, 

c) optionally cations of inorganic and/or organic bases, amino acids or 
amino acid amides as well as 

d) optionally acylated terminal amino groups 

are valuable compounds for diagnosis and therapy. 
1B6095-26-1P 1B609S-27-2P 166095-30-7? 
136095-31-SP 186095-35-2P 1B6095-3C-3P 

(prepn. of cascade polymer complexes as medical contrast media) 
186095-26-1 USPATFULL 

Sodium(l+) , (tris (1, 1-dimethylethyl) 10- [1-methyl -2-oxo-2- [ [2-oxo-2- 

( phenyl me thoxy) ethyl] amino] ethyl] -1,4,7, 10-tetraazacyclododecane-l, 4 , 7- 
triacetate- . kappa. Nl, . kappa. N4, . kappa. N7, . kappa. N10J -, bromide, (T-4) - 
(9CI) (CA INDEX NAME) 



t-BuO— C— CH 2 



t-BuO-C— CH2 



^1 l/ c 

/I l\: 



CH— C— NH — CH2 — C- 0~ CH 2 — Ph 



CH 2 -C-0Bu-t 



• Br 



1B6095-27-2 US PAT FULL 

Sodium, El, 4, 7-trisd, 1-dimethylethyl) 10- [2- [ (carboxymethyl ) amino] -1- 
methyl-2-oxoethyl] -1, 4, 7, 10-tetraazacyclododecane-l, 4, 7-triacetato- 
. kappa. Nl, .kappa .N4, . kappa. N7, .kappa ,N10] - , monohydrobromide, (T-4)- 
(9CI) (CA INDEX NAME) 
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Me O 

\l 1 / CH_C ^ NH_CH 2-C02- 



t-BuO-C-CH 2 

\! 1/ 

Cxi 

™„ 1 1 



t-BuO- C— CH 2 



CH2~C-OBu-t 



CH- C- NH— CH 2 - CH 2 - C0 2 " 



t-BuO~C-CH 2 



CH 2 -C-OBu^t 



RN 186095-30-7 USPATFULL 

CN Sodium(l+), [triad, 1-dimethylethyl) 10- [l-methyl-2-oxo-2- [ [3-oxo-3- 

(phenylmethoxy) propyl] amino] ethyl] -1,4,7, 10-tetraazacyclododecane-l, 4, 7- 

triacetate- . kappa. Nl, . kappa. N4, . kappa. N7, .kappa .N10] bromide, (T-4) - 
(9CI) (CA INDEX NAME) 



RN 186095-35-2 USPATFULL 

CN Sodium(l + ), [tris (1, 1-dimethylethyl) 10- [2-oxo-2- [ (2-oxo-2- 

(phenylmethoxy) ethyl] amino] - 1- I (phenylmethoxy) methyl) ethyl] - 1, 4 , 7, 10- 
tetraazacyclododecane-l, 4 , 7-triaeetate- .kappa .Nl , . kappa. N4, . kappa. N7, ,ka 
ppa.NIO]-, bromide, (T-4)- (9CI) (CA INDEX NAME) 



t-BuO C-CH^j j ^ CH- C- NH- CH 2 - CH 2 - C— O- CH 2 - Ph 



c 

I N 



M 1 



I] /[ ]\ II 

t -BuO- C- CH 2 ' ' CH 2~ C- OBu - 1 



t-BuO— C— CH 2 



t-BuO-C-CH 2 



CH 2 -0— CH 2 — Ph 
CH— C- NH— CH 2 - C— O— CH 2 — Ph 



rvn ° 

L/V-l ,<? 



CH 2 — C-OBu-t 



186095-31-8 USPATFULL 

Sodium, (1,4,7-tris (1, 1-dimethylethyl) 10- {2- [ (2-carboxyethyl)amino] -1- 
methyl-2-oxoethyl] -1,4,7, 10 - tetraazacyclododecane- 1 , 4 , 7- triacetato- 
. kappa. Nl, .kappa. N4, . kappa. N7, .kappa. N10] - , monohydrobromide, (T-4)- 
(9CI) (CA INDEX NAME) 



RN 186095-36-3 USPATFULL 

CN Sodium, [1 , 4 , 7-tris (1, 1 -dimethylethyl) 10- (2- { (carboxymethyl) amino] -1- 
(hydroxymethyl } -2-oxoethyl] -1,4,7, 10-tetraazacyclododecane-l, 4, 7- 
triacetato- .kappa .Nl, . kappa ,N4 , .kappa ,N7, .kappa . N10] - , 

monohydrobromide , 

(T-4)- (9CI) (CA INDEX NAME) 



<c 
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t-BuO C-CH2j 1 CH— C~ m- CH 2 ~ C0 2 ~ 

rvn 1 

? L/ \J o 

t-BuO-C-CH 2 1 ' CH 2 -C-OBu-t 
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# HBr 
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=:> s 112 and (peptide?) 

L18 247 L12 AND (PEPTIDE?) 

=> s 118 and (proteas?) 

LI 9 2 3 L18 AND (PROTEAS?) 

dup rem 119 
PROCESSING COMPLETED FOR LI 9 

L20 23 DUP REM L19 (0 DUPLICATES REMOVED) 

=> s 119 not 117 

L21 23 L19 NOT L17 

=> s 117 not 119 

L22 12 L17 NOT L19 

=> dup rem 122 

PROCESSING COMPLETED FOR L22 

L23 12 DUP REM L22 (0 DUPLICATES REMOVED) 

=> d ibib ab hitstr 1- 

YOU HAVE REQUESTED DATA FROM 12 ANSWERS - CONTINUE? Y/ (N) :y 



<c 



09/405, 046 



Page 3 



L23 ANSWER 1 OP 12 USPATFULL 



L23 ANSWER 1 OF 12 US PAT FULL (Continued) 



ACCESSION NUMBER: 
TITLE: 
production 

INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
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APPLICATION INFO. : 
RELATED APPLN. INFO. 



2002:32 9422 US PAT FULL 

Cascade polymer complexes, process for their 

and pharmaceutical agents containing said complexes 
Schmitt-Willich, Heribert, Berlin, GERMANY, FEDERAL 
REPUBLIC OF 

Platzek, Johannes, Berlin, GERMANY, FEDERAL REPUBLIC 

Raduchel, Bernd, Berlin, GERMANY, FEDERAL REPUBLIC OF 
Muhler, Andreas, Neuenhagen, GERMANY, FEDERAL REPUBLIC 
OF 

Frenzel, ThomaB, Berlin, GERMANY, FEDERAL REPUBLIC OF 
Schering AG, Berlin, GERMANY, FEDERAL REPUBLIC OF 
{non-U. S. corporation) 



t -BuO — C — CH 2 



^1 ./ 



NUMBER 



DATE 



US 2002187101 
US 2002-138651 
Division of Ser. No 
2000, GRANTED, Pat. 



a 20021212 

ll 20020506 (10) 

US 2000-6209B9, filed on 20 Jul 
No. US 6426059 Division of Ser. 



CH— C— NH— CH2— C-O— CH3— Ph 



US 1998-44254, filed on 19 Mar 1996, GRANTED, Pat. No. 
US 6177060 Division of Ser. No. US 1996-674844, filed 
on 3 Jul 1996, GRANTED, Pat. No. US 5820849 



t-BuO-C-CH^ I^O^-C-OBu-t 



RN 186095-27-2 USPATFULL 

CN Sodium, [1 , 4 , 7-tris (1, 1-dimethylethyl) 10- [2 - [ (carboxymethyl) amino] - 1- 
methyl-2-oxoethyl] -1,4,7, lO-tetraazacyclododecane- 1, 4, 7-triacetato- 
. kappa . Nl, . kappa .N4 , .kappa .N7, . kappa .N10] - , monohydrobromide, (T-4) - 
(9CI) (CA INDEX NAME) 



NUMBER 



DATE 
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FILE SEGMENT: 
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Rhenium-cyclized CCMSH analogs are novel melanoma -targeting 
metal lopept ides with high tumor uptake, long tumor retention, and low 
background in normal tissues, which make these metal lopeptides an ideal 
structural motif for designing novel melanoma-targeting agents. ReCCMSH 
has been derivatized with a l, 4 , 7, 10- tetraazacyclododecane-l , 4 , 7, 10- 
tetraacetic acid (DOTA) chelate so that it can be labeled with a wide 
variety of radionuclides for imaging and therapeutic applications. This 
study involved optimization of the in vivo biol . properties of 
DOTA- ReCCMSH (S) , through modification of the structure of the 
metallopeptide. Several DOTA -ReCCMSH analogs, Ac-Lys (DOTA) -ReCCMSH (4) 
DOTA- ReCCMSH (Argl 1) (6), DOTA -ReCCMSH -OH (8), and DOTA -ReCCMSH -Asp -OH 
(10) , were synthesized using solid phase psptida synthesis 
followed by rhenium cyclization. The IC50 values of the metallopeptides 
were detd. through competitive binding assays against 125 1 - (Tyr2 ) -NDP . 
Radiolabeling of the DOTA -rhenium- cycli zed pept±d«n with lllln 
was carried out in NH40AC (0.1 M; pH 5 . 5) -buf f ered soln. for 30 min at 70 
. degree. C. The stability of the radiolabeled complexes was evaluated in 
0.01 M, pH 7.4, phosphate-buffered ealine/0.1% bovine serum albumin soln. 
After sepn. of the radiolabeled peptide from the unlabeled 
peptide by reverse phase high-performance liq. chromatog., the 
biodistribution of the radiolabeled complex was performed in C57 mice 
bearing B16/F1 murine melanoma tumors. All radiolabeled complexes showed 
fast blood clearance (2 h postinfection (pi): lllln-S, 0.07 .+-. 0.03% 
ID/g; lllIn-4, 0.09 . + -. 0.06% ID/g; lllIn-6, 0.21 0.08% ID/g; 

lllIn-8, 0.11 .+-. 0.10% ID/g; and lllIn-10, 0.05 .+-. 0.03% ID/g) , and 
their clearance was predominantly through the urine (4 h pi: 



1.7, B7.6 .+-. 6.5, 89.8 



4.2, 93.3 



1.1, and 93.8 



1.8 (% 



for lllln-labeled S, 4, 6, 8, and 10, reap.). Tumor uptake values of 

.+-. 0.90, 6.01 .+-. 2.36, 17.41 .+ 
2.09 (% ID/g) for lllln-labeled S, 



5.61, 9.27 .+ 
6, 8, and 10, 



. 0.68, and 7.32 
resp . , were obsd . 



at 



h pi. The kidney uptake was 9.27 .+-. 2.65% ID/g for lllln-S, 19.02 .+-. 
2.63% ID/g for lllIn-4, 7.37 .+-. 1.13% ID/g for lllIn-6, 8.70 .+-. 0.88% 
ID/g for lllIn-8, and 8.13 .+-. 1.47% ID/g for lllln-10 at 4 h pi. 
Complex 6 showed high melanoma uptake and lower kidney uptake than the 
corresponding Lysll analogs, supporting 6 for further investigations as a 
potential therapeutic radiopharmaceutical. 
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CH- (CH 2 ) 4~NH- 



if" 



NH~ C ~~~~^ 



"O2C — CHj — CH 2 J 



RN 445234-98-0 CAPLUS 

CN Rhenate(4-) , [N2-acetyl -N6- [ [4,7, 10-tris (carboxymethyl) -1,4,7, 10- 

tetraazacyclododec-l-yl] acetyl] -L-lysyl -L-cysteinyl- .kappa .S-L-cysteinyl- 

. kappa . N, . kappa . S-L- .alpha . -glutamyl -L-histidyl - D- phenyls lanyl -L- erg inyl -L- 

tryptophyl -L-cysteinyl- .kappa.S-L-lysyl-L-prolyl-L-valinamidato(a-) ]oxo-, 
tetrahydrogen (SCI) (CA INDEX NAME) 




(CH 2 )3-NH-C— NH 2 



-CH 2 



,CNH 



-CH 2 -C— NH- (CH 2 ) 4 -CH- 



H 2 N-C 
i-Pr-CH — 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Diagnostic and therapeutic compositions in the form of complexes for 

enhancing transmembrane transport of a diagnostic or therapeutic agent 
and methods for their use. The complexes contain the .alpha., .gamma., 
or bis isomers of folate receptor-binding analogs of folate, a metal 
chelated by a ligand, and in one embodiment, a chemotherapeutic agent. 
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therapeutic applications) 
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dimethylethyl) . alpha . -methyl ester (9CI) (CA INDEX NAME) 



L23 ANSWER 5 OF 12 US PAT FULL (Continued) 



t-BuO— C-CH2 




CH2 — C — OBu - 1 



CH2— C— OBu-t 



L23 ANSWER 6 OF 12 
ACCESSION NUMBER: 
TITLE: 
production 

INVENTOR (S) : 



PATENT ASSIGNEE (S) : 



PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN. INFO. 



PRIORITY INFORMATION 
DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS : 
LINE COUNT: 



US PAT FULL 

2001:10522 US PAT FULL 

Cascade polymer complexes, process for their 

and pharmaceutical agents containing said complexes 
Schmitt-Willich, Heribert, Berlin, Germany, Federal 
Republic of 

Platzek, Johannes, Berlin, Germany, Federal Republic 

Raduchel, Bernd, Berlin, Germany, Federal Republic of 
Muhler, Andreas, Neuenhagen, Germany, Federal Republic 
of 

Frenzel, Thomas, Berlin, Germany, Federal Republic of 
Schering Aktiengeseuschaf t , Berlin, Germany, Federal 
Republic of (non-U. S. corporation) 



NUMBER 



KIND 



DATE 



US 6177060 Bl 20010123 

US 1998-44254 19980319 (9) 

Division of Ser. No. US 1996-674B44, filed on 3 Jul 

1996, now patented, Pat. No. US 582084 9 



NUMBER 



DATE 



DE 1995-19525924 19950704 

Utility 

Granted 

Hartley, Michael G. 

Mi lien. White, Zelano £ Branigan, P.C. 



Drawing Page(s) 



1 Drawing Figure(s); 
1B80 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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imaging . 
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II /\ IN 



r if r 

CH— C— NH — CH2 — C— O — CH 2 — Ph 



CH 2 — C— OBu-t 



t-BuO - C~CH2 



^1 1/ 
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0 1 — -K N 1 

II /\ | 



CH— C" NH — CH 2 — CH 2 - C~ O- CH 2 - Ph 



t-BuO-'c-CH 2 1 1 CH 2 -C"OBu-t 
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Sodium, [1,4, 7-tris (1, 1 -dimethylethyl ) 10- [2- [ (carboxymethyl ) amino] -1- 
methyl -2-oxoethyl] -1, 4 , 7, 10-tetraazacyclododecane- l , 4, 7-triacetato- 
. kappa. Nl, . kappa. N4, . kappa. N7, . kappa. N10] -, monohydrobromide, (T-4) - 
(9CI) (CA INDEX NAME) 



186095-31-8 USPATFULL 

Sodium, [l, 4, 7-tris (1, 1 -dimethylethyl ) 10- [2- [ (2-carboxyethyl) amino] -1- 
methyl -2-oxoethyl] -1,4,7, io-tetraazacyclododecane-1,4 , 7-triacetato- 
. kappa. Nl, .kappa. N4, . kappa .N7, .kappa .N10] - , monohydrobromide, (T-4)- 
(9CI) (CA INDEX NAME) 



t-BuO— C-CHa 



Me 0 

I II 

CH- C— NH- CH 2 — C0 2 " 



/ 

t-BuO-C-CH 2 



DO 

1 N N 1 



CH 2 — C-OBU-t 



t-BuO— C-CH 2 



t-BuO-C~CH 2 



Me O 

I " 



\^ j j ^ CH— C— NH— CH 2 — CH 2 - CO 2 " 

rvn 

7\ K s 



CH 2 - C-OBU-t 



• HBr 



• HBr 
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CN Sodium(l + ), [tris ( 1 , 1 -dimethylethyl ) 10 - [1 -methyl -2 -oxo-2 - [ [3 -oxo-3 - 

(phenylmethoxy) propyl ] amino] ethyl] -1,4,7, 10 - tetraazacyclododecane - 1 , 4 , 7- 

triacetate- .kappa .Nl , . kappa .N4, . kappa ,N7, .kappa .N10] - , bromide, (T-4) - 
(9CI) (CA INDEX NAME) 
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CN Sodium(l+) , [triad, 1 -dimethylethyl) 10- [2-oxo-2- t [2-oxo-2- 

(phenylmethoxy) ethyl] amino] -1- [ (phenylmethoxy) methyl] ethyl] - 1,4, 7, 10- 
tetraazacyclododecane -1, 4 , 7- triacetate- . kappa .Nl, . kappa. N4, .kappa .N7, .ka 
ppa.NIO]-, bromide, (T-4)- (9CI) (CA INDEX NAME) 
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CN Sodium, [1,4, 7-tris (1,1 -dimethylethyl) 10- [2- [ (carboxymethyl) amino] - 1- 
(hydroxymethyl) -2-oxoethyl] -1,4,7, 10 - tetraazacyclododecane- 1 , 4,7- 
triacetato- . kappa. Nl, . kappa. N4, . kappa. N7, .kappa .NioJ -, 

monohydrobromide, 

(T-4)- (9CI) (CA INDEX NAME) 



t-BuO— C~ CH 2 



-NH-CH 2 — C0 2 - 



rvn • 



/ 

t-BuO— C— CH 2 
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PRIORITY INFORMATION: 
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FILE SEGMENT; 
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ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
AB Cascade polymer complexes that contain 

a) complexing ligands of general formula I 

A--{x-- [Y-- (Z--W--K. sub . W .sub. z) .sub. y J .sub. x} .sub. a (I), 
in which 

A stands for a nitrogen -containing cascade nucleus of base multiplicity 



X and Y, independently of one another, stand for a direct bond or a 
cascade reproduction unit of reproduction multiplicity x or y, 

Z and W, independently of one another, stand for a cascade reproduction 
unit of reproduction multiplicity z or w, 

K stands for the radical of a complexing agent, 

a stands for numbers 2 to 12, 

x, y, z and w, independently of one another, stand for numbers 1 to 4 , 



provides that at least two reproduction units are different and that 

for 
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the product of the multiplicities, 

16 . ltoreq. a .multidot .x. multidot .y. multidot . z . multidot . w, ltoreq . 64 
holds true, 

b) at least 16 ions of an element of atomic numbers 20 to 29, 39, 42, 

44 

or 57-83, 

c) optionally cations of inorganic and/or organic bases, amino acids or 
amino acid amides as well as 

d) optionally acylated terminal amino groups are valuable compounds for 
diagnosis and therapy. 

IT 18«095-26-lP 186095-27-2P 186095-30-7P 

1B6095-31-8P 18S095-35-2P 1B6Q95-3S-3P 

(prepn. of cascade polymer complexes as medical contrast media) 
RN 186095-26-1 USPATFULL 

CN Sodium(l+), [tris (1, l-dimethylethyl ) 10- [ 1 -methyl -2 -oxo-2 - [ [2-oxo-2- 

(phenylmethoxy) ethyl J amino] ethyl] -1,4,7, 10-tetraazacyclododecane-l, 4,7- 
triacetate- . kappa. Nl, . kappa. N4, . kappa. N7, . kappa. N10] -, bromide, (T-4) - 
(9CI) {CA INDEX NAME) 
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t - BuO — C — CH 2 



t-BuO-C— CH2 



^1 1/ 

rvn 

I 1 CH 2 -C 



Me O 

I I! 

CH- C— NH— CH2 — C02 " 



CH 2 -C-0Bu-t 



• HBr 

RN 186095-30-7 US PAT FULL 

CN Sodium(l-t-), [tris (1, l-dimethylethyl) 10- [1 -methyl -2 -oxo-2- I [3-oxo-3- 

( phenyl me thoxy) propyl] amino] ethyl] -1,4,7, 10-tetraazacyclododecane-l, 4,7- 

triacetate- .kappa .Nl, . kappa. N4, .kappa. N7, .kappa. N10] - , bromide, (T-4) 
(9CI) (CA INDEX NAME) 



t-BuO— C-CH^ 



/ 

t-BuO— C— CH 2 



CH— C— NH— CH2 — C- Q~ CH 2 ~ Ph 



CH 2 — C— OBu-t 



t - BuO — C— CH^ 



Me 0 Q 

I II II 

CH— C— NH— CH 2 — CH 2 — C— O- CH2~ Ph 



DO 



186095-27-2 US PATFULL 

Sodium, [1,4, 7-tris (1, l-dimethylethyl} 10- [2- [ {carboxymethyl ) amino] -1- 
methyl-2-oxoethyl] -1,4,7, 10- tetraazacyclododecane- 1, 4, 7 - triacetato- 
. kappa. Nl, . kappa. N4, . kappa. N7, . kappa. Nl 0] -, monohydrobromide, (T-4)- 
(9CI) (CA INDEX NAME) 



186095-31-8 US PAT FULL 

Sodium, [1,4, 7-tris (1, l-dimethylethyl) 10- (2- [ (2-carboxyethyl) amino] -1- 
methyl -2-oxoethyl] -1,4,7, 10-tetraazacyclododecane-l, 4, 7-triacetato- 
. kappa .HI, .kappa .N4, . kappa. N7, .kappa. N10] -, monohydrobromide, (T-4)- 
(9CI) (CA INDEX NAME) 
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t-BuO— C-CH 2 



^1 1/ 

DO 



CH- C— NH- CH 2 — CH 2 — CO 2 " 



t-BuO-C-CH 2 1 1 CH 2 -C~OBu-t 



t-BuO-C-CH^ 

no ° 



CH— C- NH- CH 2 — C0 2 - 



t-BuO— C— CH 2 



CH2~C— OBu-t 



RN 186 095-35-2 US PATFULL 

CN Sodium(l+), [tris { 1 , 1 -dimethylethyl ) 10- [2-oxo-2- [ [2-oxo-2- 

( phenyl me thoxy) ethyl] amino] - 1 - [ (phenyl me thoxy) methyl] ethyl] -1,4,7, 10- 

tetraazacyclododecane-1, 4 , 7- triacetate- .kappa .Nl, . kappa. N4, . kappa. N7, ,ka 
ppa.Nio]-, bromide, (T-4)- (9CI) (CA INDEX NAME) 



t-BuO— C— CH^ 

I N v 



t-BuO-C-CH 2 



CH 2 -0-CH 2 — Ph 



^\ i 1 / CH_ \\~ Cil2 ~ °~~ CH2_ Pn 

\ +/ »-| 0 



CH 2 — C-OBu-t 
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CN Sodium, [ 1 , 4 , 7 -trie ( 1 , 1 -dimethylethyl ) 10- [2- [ (carboxymethyl) amino] - 1- 
(hydroxymethyl) -2-oxoethyl] -1,4,7, 10-tetraazacyclododecane-l, 4,7- 
triacetato- . kappa . Nl, . kappa .N4 , .kappa .N7, . kappa .Nio] - , 

monohydrobromide , 

(T-4)- (9CI) {CA INDEX NAME) 
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8 Drawing Figure(s); 8 Drawing Page(s) 
3756 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Diagnostic and therapeutic compositia 

enhancing transmembrane transport of a diagnostic or therapeutic agent 
and methods for their use. The complexes contain the .alpha., .gamma., 
or bis isomers of folate receptor-binding ana log b of folate, a metal 
chelated by a ligand, and in one embodiment, a chemotherapeutic agent. 

IT 2510B4-67-OP 

(reactant for prepn. of metal complexes for use in diagnostic and 
therapeutic applications) 
RN 251084-67-0 US PATFULL 

CN l, 4 , 7, 10-Tecraazacyclododecane-l , 4 , 7, 10-tetraacetic acid, 

.alpha . - (azidomethyl) - , .alpha . J , .alpha . ' ■ , .alpha . *''-tris(l,l- 
dimethylethyl) . alpha . -methyl ester (9CI) (CA INDEX NAME) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Cascade polymer complexes having a complexing ligand with at least two 

different reproduction units and having a complexing agent which is a 
macrocyclic group having an amide grouping or a linear DTPA-type group 
having a linkage to the polymer through the central nitrogen. 
IT 18S095-26-1P 186095-27-2P 1B6095-30-7P 

186095-31-8P 186095-3S-3P 186095-36-3P 

(prepn. of cascade polymer complexes as medical contrast media) 
RN 186095-26-1 US PATFULL 

CN Sodium(l+), [ tris t 1 , 1 -dimethylethyl ) 10- [l-methyl-2-oxo-2- [ [2-oxo-2- 

(phenylmethoxy) ethyl J amino) ethyl] -1,4,7, 10-tetraazacyclododecane-l, 4, 7- 
triacetate- .kappa .Nl, . kappa. N4, . kappa. N7, . kappa. N101 -, bromide, (T-4) - 
(9CI) (CA INDEX NAME) 



186095-27-2 US PATFULL 

Sodium, [1,4, 7-tris (1, 1-dimethylethyl ) 10- [2- [ (carboxyraethyl ) amino] -1- 
methyl-2-oxoethyl] -1, 4,7, 10-tetraazacyclododecane- 1 , 4 , 7-triacetato- 
. kappa. Nl, .kappa. N4, . kappa . N7, . kappa . N10] - , monohydrobromide , (T-4)* 
(9CI) (CA INDEX NAME) 



t -BuO — C — CH 2 



\l 1/ 



CH- C— NH— CH 2 - C0 2 " 



rvn 

L/ \J o 



-N N- 

.. A l v 

t-BuO-C-CH 2 1 CH 2 -C-OBu-t 



RN 186095-30-7 US PATFULL 

CN Sodium(l + ), [tris (1 , 1-dimethylethyl ) 10 - [ 1 -methyl - 2 -oxo- 2 - [ [3 -oxo-3 - 

(phenylmethoxy) propyl] amino] ethyl 1 -1,4,7, 10 - tetraazacyclododecane- 1 , 4 , 7- 

triacetate- .kappa .Nl, . kappa. N4, . kappa. N7, .kappa .N10] bromide, (T-4) 
(9CI) (CA INDEX NAME) 



<c 



09/405, 046 
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t-BuO— C— 



DO 



r it if 

, CH- C— NH- CH 2 ~ CH 2 — C~ Cr~ CH 2 ~ Ph 



t - BuO— C— CH2 



t -BUO- C- CH^ ' 1 ^ C-OBu-t 



CHj— O-CHa— Ph 
CH— C— NH-CH2-C— O— CHa— Ph 



^1 l^f^'-f 

rvn ° 

L/\J o 



jj> l ~pN bh— - 
t-Buo-c-CH 2 ' ' CH 2 -C-OBu-t 



186095-31-8 US PAT FULL 

Sodium, [l r 4, 7 -triad, 1-dimethylethyl) 10- [2- [ (2-carboxyethyl) amino] -1 
methyl-2-oxoethyl] -1,4,7, 10- tetraazacyclododecane-l , 4,7-triacetato- 
. kappa. Ml, . kappa. N4, . kappa. N7, . kappa .N10l - , monohydrobromide, (T-4) - 
(9CI) (CA INDEX NAME) 



RN 186095-36-3 US PAT FULL 

CN Sodium, [1, 4, 7-tris(l, 1-dimethylethyl) 10- [2- [ (carboxymethyl) amino] - 1- 
(hydroxymechyl ) -2-oxoethyl J -1,4,7, 10-tetraazacyclododecane- l , 4,7- 
triacetato- .kappa. Nl, . kappa. N4, . kappa. N7, . kappa. N10] -, 

monohydrobromide, 

(T-4)- (9CI) (CA INDEX NAME) 



t-BuO— C— 



~CH^ 



CH- C— NH— CH2 — CH3— CO 2 " 



CH 2 — OH 

CH- C- NH — CH 2 — C0 2 " 



t-BuO-C-CH^^^^ 

rvn 0 

? L/ \ J o 

t-BuO-C— CH 2 ' CH 2 — C-OBu-t 



RN 186 095-35-2 US PAT FULL 

CN Sodium(l+), [tria (1, 1-dimethylethyl) 10- [2-oxo-2- [ [2-oxo-2- 

(phenylmethoxy) ethyl] amino] - 1- [ (phenylmethoxy) methyl] ethyl J -1,4,7, 10- 
tetraazacyclododecane- 1 , 4 , 7-triacetate- .kappa. HI, . kappa. N4, . kappa. N7, ,ka 
ppa.NIO]-, bromide, (T-4)- (9CI) (CA INDEX NAME) 
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2000:54202 US PAT FULL 

Cascade polymer complexes, process Cor producing the 
same and pharmaceuticals containing the same 
Schmitt-Willich, Heribert, Berlin, Germany, Federal 
Republic of 

Platzek, Johannes, Berlin, Germany, Federal Republic 

Raduchel, Bernd, Berlin, Germany, Federal Republic of 
Weintnann, Hanns -Joachim, Berlin, Germany, Federal 
Republic of 

Ebert, Wolfgang, Berlin, Germany, Federal Republic of 
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(cascade polymer precursor; nitrogen-contg . cascade polymer transition 

metal complexes and their manuf. and use in pharmaceuticals and 

diagnostic agents) 
186095-27-2 USPATFULL 

Sodium, tl, 4, 7-tria (1, 1-dimethylethyl) 10- [2- I (carboxymethyl) amino] -1- 
methyl -2 -oxoethyl ] - 1 , 4 , 7 , 10 - tetraazacyclododecane -1,4,7- triacetato- 
. kappa. Nl, . kappa. N4, . kappa. N7, .kappa .N10] - , monohydrobromide, (T-4)- 
(9CI) (CA INDEX NAME) 



t-BuO— C— CH^ 



Me 0 

I II 

CH— C— NH— CH3— COa " 



NUMBER 



KIND DATE 



rvn 

L/\J o 



US 6057419 
WO 9723245 
US 1998-77773 
WO 1996-EP5315 



NUMBER 



20000502 
19970703 
19980604 
19961129 
19980604 
19980604 



PCT 371 date 
PCT 102 (e) date 



DE 1995-19549286 199 

Utility 

Granted 

Truong, Due 

Millen, White, Zelano, 



11 /LJv 11 

t-BuO-C— CH 3 ' ' CH 2 -C~OBu-t 



RN 192635-90-8 USPATFULL 

CN Sodium (1+), [tris (1, 1-dimethylethyl) phenylmethyl 1,4,7, 10- 
tetraazacyclododecane- 1 , 4,7, 10-tetraacetate- 

. kappa. Nl, .kappa. N4, .kappa. N7, .kappa ,N10] bromide, (T-4)- (9CI) (CA 
INDEX NAME) 



& Branigan, P.C. 



2064 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
AB Cascade polymer complexes that contai 

formula (I), in which A stands for a 

nucleus 

of base multiplicity a, X and Y, independently of one another, 

for 



a) complexing liganda of general 
trogen- containing cascade 



stand 



t - BUO- C- CH^ 1 1 ^ CH2 _ 'c-o-CH 2 - Ph 



a direct bond or a cascade reproduction unit of reproduction 
multiplicity x or y, z and W, independently of one another, stand for a 
cascade reproduction unit of reproduction multiplicity z or w, K stands 
for the radical of a complexing agent, a etanda for numbers 2 to 12, x, 
y, z and w, independently of one another, stand for numbers 1 to 4 , 
provided that at least two reproduction units are different, and that 
16 .Itoreq.a.multidot.x.multidot.y.multidot .z .multidot . w. ltoreq . 64 holds 
true for the product of the multiplicities and that at least one of 
cascade reproduction units X, Y, Z, w stands for a 1,4,7, 10- 
tetraazacyclododecane or 1, 4 , 8 , 11 -teraazacyclotetradecane reproduction 
unit, b) at least 16 ions of an element of atomic numbers 20 to 29, 39, 
42, 44 or 57-83, c) optionally cationa of inorganic and/or organic 
bases, amino acids or amino acid amides aa well as d) optionally 
acylated terminal amino groups are valuable compounds for diagnosis and 
therapy. 

166095-37-2? 192635-90-8P 192C35-91-9P 
192S33-96-4P 192636-00-3P 



t-BuO— C~ CH 2 



LX1 

O 1 N N 1 

l /i r 



CH 2 — C— OBu-t 



19263 5-91-9 USPATFULL 

Sodium, [tris (1 , 1-dimethylethyl ) 1, 4 , 7, 10-tetraazacyclododecane- 
tetraacetate- . kappa. Nl, , kappa. N4, . kappa. N7, .kappa .N10] -, 
monohydrobromide, (T-4)- (9CI) (CA INDEX NAME) 



<c 
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-0 2 C CH2^| ^^CHa-C-OBu-t 



t-BuO-C-CH 2 



•M- ' 1 



CH2— C-OBu-t 



192G35-96-4 US PAT FULL 

Sodium(l+) , [triad, 1 -dimethylethyl ) 10- [2- { [2- (1, 1 -dimethyl ethoxy) -2- 
oxoethyl] amino] - 1 -methyl -2- oxoethyl] -1,4,7, 10- tetraazacyclododecane- 
1,4, 7- triacetate- . kappa . Nl, . kappa .N4 , .kappa .N7, . kappa -N10] - , bromide, 
(T-4)- (9CI) (CA INDEX NAME) 



r 



t - BUO C— CH^ | j ^ CH-C- NH- CH 2 ~ C~ OBu - 1 

r N wn 



t-BuO— C— CH2 



L J 



CH 2 _ C— OBu-t 



192636-00-3 US PAT FULL 

Sodium{l+) , ttris (1, 1 -dimethylethyl ) 
- ( 1 -methyl -2 - [ (2- (4 -nitrophenoxy) - 2 - 

oxoethyl ] amino] -2 -oxoethyl] -1,4,7, 10- tetraazacyclododecane- 1 , 4,7- 
triacetate- .kappa .Nl, . kappa. N4 , . kappa. N7, . kappa. N10] - , bromide, (T-4) - 
(9CI) (CA INDEX NAME) 



09/405, 046 
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f 



t-BuO— C— 

. DO 



/ 

t-BuO - C— CHa 



r f 



CH— C— NH— CH 2 " 



CH 2 -C-0Bu-t 



IT 192S36-01-4DP, gadolinium complexes 1*2636 -09-2DP, 

gadolinium complexes 192636-17-2DP, gadolinium complexes 
192S36-25-2DP, gadolinium complexes 192636 -31-0DP, 

gadolinium complexes 

(nitrogen-contg . cascade polymer transition metal complexes and their 
manuf. and use in pharmaceuticals and diagnostic agents) 
RN 192636-01-4 US PAT FULL 
CN Sodium(l+), [tris (1, 1 -dimethylethyl) 
10- [l-methyl-2- [ [2- (4 -nitrophenoxy) -2- 

oxoethyl] amino) -2 -oxoethyl] -1,4,7, 10- tetraazacyclododecane- 1, 4, 7- 
triacetate- . kappa .Nl , . kappa. N4, . kappa. N7, . kappa .N10] - , bromide, polymer 
with 

N,N,N',N',N'',N'' -hexakis (2 -aminoethyl) - l , 3 , 5-benzenetricarboxamide 

hydrobromide and 4 -nitrophenyl [2-oxo-2- (4 , 7, 10-tris t (2S) -l-oxo-2 , 6- 

bis 1 1 (phenylmethoxy) carbonyl] amino] hexyl) -1,4,7, 10-tetraazacyclododec-l- 
yl] ethoxy] acetate (9CI) (CA INDEX NAME) 

CM 1 

CRN 192636-00-3 

CMF C37 H60 N6 Na Oil . Br 

CCI CCS 

CDES 7: T-4 
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t-Buo-c-c^| — | / ; ii _ i ^ nh _ CH2 _^^_ii^j 



PAGE 1-A 



./\ I^CH 



t-BuO-C-CH 2 ' 1 CH 2 -C-OBu-t 



CRN 192635-87-3 

CMF C21 H3 9 N9 03 . X Br H 




eh o 




Ph ,(X .NH 



Y" 



H2N-CH 2 -CH 2 -N— 

h2n-ch 2 — cn 2 u 




O CH2-CH2-NH2 
C-N-CH 2 -CH 2 -NH2 



|C-pCH 2 - CH2-NH2 
0 CH 2 CH 2 NH 2 



PAGE 1-B 



CRN 192635-86-2 
CMF CB4 H99 Nil 021 



Absolute stereochemistry. 



RN 192636-09-2 US PAT FULL 

CN Sodium(l+), (tris (1, 1-dimethylethyl) 

10- [l-methyl-2- [ [2- (4 -nitrophenoxy) -2- 

oxoethyl] amino] -2-oxoethyl] -1, 4, 7, 10- tetraazacyclododecane- 1,4, 7- 
triacetate- . kappa .Nl , .kappa . N4 , . kappa .N7, , kappa .N10] - , bromide, polymer 
with N, N, N ' , N ■ , N ' * , N ' * -hexakis [2- [ ( (2S) -2, 6-diamino- 1 - 
oxohexyl) amino] ethyl] - 1, 3 , 5-benzenetricarboxamide hydrobromide (9CI) 
(CA INDEX NAME) 



CM 1 



<c 
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CRN 192636-06-9 

CMP C57 Hill N21 09 . x Br H 
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Absolute stereochemistry. 



H 2 N\ 



H 2 H\ 



PAGE 1-A 




t-BuO— C— CH 2 



CH— C— NH— CH 2 — C- 



XT 



t-BuO-C-CH^ I^CH 2 -C-OBu^t 



RN 192636-17-2 US PAT FULL 

CN Sodium(i+), ttr is ( 1 , 1 -dimethylethyl ) 

10- [l-methyl-2- [ [2- (4 -nitrophenoxy) -2- 

oxoethyl] amino} -2-oxoethyl] -1,4,7, 10-tetraazacyclododecane- 1, 4, 7- 
triacetate- .kappa .Nl, .kappa. N4, . kappa. N7, .kappa .N10] - , bromide, polymer 
with 1,4,7,10,13, 16-hexakis (3 -amino- 1-oxopropyl) -1, 4, 7, 10, 13, 16- 
hexaazacyclooctadecane hydrobromide (9CI) (CA INDEX NAME) 

CM 1 



PAGE 1-B 



^NH 2 
- (CH 2 )4 



CM 



CRN 192636-00-3 

CMF C37 H60 N6 Na Oil . Br 

CCI CCS 

CDES 7:T-4 



H 2 N-CH 2 -CH 2 - 



H 2 N-CH 2 -CH 2 - 




H 2 N— CH 2 — CHj' 



CH 2 -CH 2 -NH 2 
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CRN 192636-00-3 

CMF C37 H60 N6 Na Oil . Br 

CCI CCS 

CDES 7:T-4 



\ I J ^ CH — C — NH — CH 2 -C— O 



DO 

i—r—rur. ' 1 



t-BuO-C— CH 2 



CH 2 - C-OBu-t 
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0~CH 2 - Ph 

-NH-C-0-CH 2 -Ph 



CM 



RN 192636-25-2 US PAT FULL 

CN Sodium(i + ), [tris ( 1 , 1- dimethylethyl ) 

10- [l-methyl-2- ( [2- (4 -nitrophenoxy) -2- 

oxoethyl) amino) -2-oxoethyl 1 -1,4,7, 10-tetraazacyclododecane- 1, 4, 7- 
triacetate- .kappa. Nl, .kappa .N4, .kappa. N7, .kappa.NlO) - , bromide, polymer 
with with N,N,N' ,N' ,N' ' ,N' ' -hexakis (2 -aminoethyl ) -1,3, 5- 
benzenetricarboxamide hydrobromide and [2-oxo-2- [4 , 7, 10-tris I l-oxo-5- 

[ { (phenylmethoxy)carbonyl] amino} -2- [3- [I (phenylmethoxy) carbonyl} amino] pr 

opyl} pentyl) -1,4,7, 10-tetraazacyclododec-l-yl] ethoxy] acetic acid (9CI J 
(CA INDEX NAME) 



CRN 192636-23-0 

CMF C84 H106 N10 019 



CRN 192636-00-3 

CMF C37 H60 N6 Na Oil 

CCI CCS 

CDES 7:T-4 



DO 

O 1 N N ' 

II /" 
-C— CH 2 



Ph— CH 2 — O-C— NH- (CH 2 ) 3 -CH— 
Ph— CH 2 — O— C— NH— (CH 2 )3 




CH 2 — 0— CH 2 — C0 2 H 



<c 
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it i? r 

H 2 N- CH 2 ~ CH 2 — N — Cv^^ ^ C— N~ CH 2 ~ CH 2 ~ NH 2 
H 2 N-CH 2 -CH 2 [I 




C-N-CH 2 - CH 2 -NH 2 
O CH 2 -CH 2 ~NH 2 



• x HBr 

RN 192636-31-0 USPATFULL 

CN Sodium(l+), [tris (1, 1-dimethylethyl ) 

10- [l-methyl-2- t [2- (4-nitrophenoxy) -2- 

oxoethyl] amino] -2-oxoethyl) -1,4,7, 10-tetraazacyclododecane-l , 4,7- 
triacetate- .kappa. Nl, . kappa. N4, . kappa. N7, . kappa . Nio] - , bromide, polymer 



N, N, N ' 



ith 

-hexakis (2-aminoethyl ) - 1 , 3 , 5-benzenetricarboxamide 
hydrobromide and 
[3-OXO-2- [4,7, 10-tria [3,5-bis { [ [ [ (phenyl me thoxy) carbony 

11 amino! acetyl] amino] benzoyl] -1,4,7, 10-tetraazacyclododec-l- 
yl] ethoxy] acetic acid (SCI) (CA INDEX NAME) 

CM 1 

CRN 192636-29-6 
CMF C93 H96 N16 025 



Ph-CH 2 -0-C-NH-CH 2 -C-NH NH-C— CH 2 



Ph— CH2~ O— C- NH- CH 2 - C~ \ 



Ph— CH 2 — O- C- NH- CH 2 - C— NH 




CH 2 -0— CH 2 - C0 2 H 



— NH-C-0-CH2- Ph 



ll 



- C- CH 2 - NH — C~ 0~ CH 2 - Ph 
O 

— NH <p CH 2 - NH- C- O- CH 2 — Ph 
O O 

CM 2 

CRN 192636-00-3 

CMF C37 H60 N6 Na Oil . Br 

CCI CCS 

CDES 7:T-4 



t - BUO- C- CH^ 1 1 ^ J, H „ ^ CH2 _ ^ 



t-BuO- C- CH 2 ' ' C-OBu-t 



CRN 192635-87-3 

CMF C21 H3 9 N9 03 . X Br H 
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H 2 N- CH 2 -CH 2 -N— 
H 2 N— CH 2 — CH 2 



O CH 2 -CH 2 -NH 2 
C~ N~ CH 2 - CH 2 - NH 2 



C~ N— CH 2 — CH 2 — NH 2 
O CH 2 — CH 2 — NH 2 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
AB Cascade polymer complexes that contain 

a) completing ligands of general formula I 

A--{X-- [Y-- (Z-- (W--K.aub.w) .sub.z) .sub.y] .sub.x } .sub. a, 

in which 

A stands for a nitrogen -containing cascade nucleus of base multiplicity 



DE 1995-19549286 
US 1996-9619P 
Utility 
Granted 
Dees, Jose G. 
Hartley, Michael G. 

Millen, white, Zelano, & Branigan, P.C. 

13 

1 

1 Drawing Figure (a); 1 Drawing Page (9) 
2265 



(I) 



X and Y, independently of one another, stand for a direct bond or a 
cascade reproduction unit of reproduction multiplicity x or y, 

Z and W, independently of one another, stand for a cascade reproduction 
unit of reproduction multiplicity 2 or w, 

K stands for the radical of a complexing agent, a stands for numbers 2 
to 12, x, y, z and w, independently of one another, stand for numbers 1 
to 4, 



<c 



09/405, 046 
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provided that at least two reproduction units are different, that 
16 . ltoreq.a .multidot.x.multidot.y.multidot.z.multidot.w. ltoreq.64 holds 
true for the product of the multiplicities, and that at least one of 
cascade reproduction units X, Y, Z, W stands for a 1,4,7,10- 
tetraazacyclododecane or 1 , 4 , a , 11-tetraazacyclotetradecane reproduction 
unit, 

b) at least IS ionB of an element of atomic numbers 20 to 29, 39, 42, 
or 57-B3, 

c) optionally cations of inorganic and/or organic bases, amino acids or 
amino acid amides as well as 

d) optionally acylated terminal amino groups are valuable compounds for 
diagnosis and therapy. 

166095-27-2P 192635-90-BP 193635-91-9? 
192635-96-4P 192636-00-3P 

{cascade polymer precursor; nitrogen-contg . cascade polymer transition 
metal complexes and their manuf. and use in pharmaceuticals and 
diagnostic agents) 
186095-27-2 US PAT FULL 

Sodium, [1, 4,7-tris (1, 1-dimethylethyl) 10- (2- [ (carboxymethyl ) amino] -1- 
methyl-2-oxoethyl) -1,4,7, 10- tetraazacyclododecane- l , 4 , 7-triacetato- 
. kappa .Nl, .kappa .N4, . kappa. N7, . kappa . N10) - , monohydrobromide, (T-4)- 
(9CI) (CA INDEX NAME) 
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CH 2 -C-0~CH 2 — Ph 



t-BuO— C— CH2 



DO 



CH 2 - C- OBu - 1 



192635-91 -9 USPATFULL 

Sodium, [trio ( l , l -dimethyl ethyl ) 1,4,7, io- tetraazacyclododecane- l ,4 , 7, l 
tetraacetate- .kappa .Nl, . kappa. N4, . kappa. N7, . kappa. N10J - , 
monohydrobromide, (T-4)- {9CI ) {CA INDEX NAME) 



0-C-CH 2 
o— r — rw-i 1 ' 



-NH— CH2-CO2* 




CH2-C~0Bu-t 



CH 2 — C- OBu - 1 



19263 5-96-4 USPATFULL 

Sodium{l + ) , ttris {1, 1 -dimethylethyl ) 10- [2- [ (2- {1, 1-dimethylethoxy) -3- 
oxoethyl] amino) -1 -methyl -2 -oxoethyl] -1,4,7, 10-tetraazacyclododecane- 
X, 4, 7-triacetate- . kappa. Nl, . kappa. N4, .kappa .N7, , kappa. NIOl -, bromide, 
(T-4)- (9CI) (CA INDEX NAME) 



192635- 90-8 USPATFULL 

Sodium(l+), Etris (1 , 1-dimethylethyl ) phenylmethyl 1,4,7,10- 
tetraazacyclododecane-1,4, 7, 10-tetraacetate- 
. kappa .Nl, .kappa .N4 , .kappa .N7, .kappa .N10J - , bromide, (T-4)- 
INDEX NAME) 



L23 ANSWER 11 OF 12 USPATFULL (Continued) L23 ANSWER 11 OF 12 USPATFULL (Continued) 

0 CM 1 

R n _L_™ iff it CRN 192636-00-3 

S 2 ^ j 1 ^ CH- C— NH— CH 2 - C— OBu - 1 CMF C37 H60 N6 Na Oil . Br 



CCI CCS 
CDES 7: T-4 

t-BuO-C-CH 2 ' 1 ^CHa-C-OBu-t || T j? I? (\^t^ 



ex 

/I l\ 



• Br- 



DO 



192636-00-3 USPATFULL |] /\ |\ _ 

Sodium(i + ), [tristl, 1-dimethylethyl) t-BuO-C-CH2 012 c ~ OBu - 

[l-methyl-2- [ [2- (4 -nitrophenoxy) -2- 

oxoethyl] amino] -2-oxoethyl] -1,4,7, 10- tetraazacyclododecane- 1 ,4,7- 
triacetate. kappa. Nl, . kappa. N4, . kappa. N7, . kappa. N10] -, bromide, (T-4) - 

(9CI) (CA INDEX NAME) £ . 



t-BuO-C-CH^ 



r 1? 



CH- C— NH— CH 2 - C— 



XT' 



O ' N N ' 

11 yi i\. 



/ 

t-BuO— C— CH 2 



CH 2 — C— OBu-t 



H3N — CH 2 — CH 2 — N— 
H 2 N— CH 2 — CH 2 




CH 2 -NH 2 
N— CH 2 -CH 2 — NH 2 



IT 192636-01-4DP, gadolinium complexes 19263S-09-2DP, 

gadolinium complexes 192636 -17 -2DP, gadolinium complexes 
192636-2S-2DP, gadolinium complexes 192636-31-ODP, 

gadolinium complexes 

(nitrogen-contg. cascade polymer transition metal complexes and their 
manuf. and use in pharmaceuticals and diagnostic agents) 
RN 19263 6-01-4 USPATFULL 
CN Sodium(l+), (trie ( 1 , 1 -dimethylethyl ) 
10- U -methyl -2- [ [2- (4 -nitrophenoxy) -2- 

oxoethyl) amino] -2-oxoethyl] - 1 , 4 , 7 , 10- tetraazacyclododecane- 1 , 4 , 7 - 
triacetate- .kappa .Nl, .kappa. N4 , . kappa. N7, .kappa. N10] -, bromide, polymer 
with 

N,N,N',N',N ,, ,N'' -hexakis (2-aminoethyl ) - 1, 3, 5-benzenetricarboxamide 

hydrobromide and 4-nitrophenyl I2-oxo-2 - [4 , 7, 10-tris [ (2S) -l-oxo-2 , 6- 



^C-N-CH 2 -CH 2 -NH 3 
O CH3— CH 2 — NH 2 



CRN 192635-86-2 
CMF C84 H99 Nil 021 



Absolute stereochemistry. 



bis [ ( (phenylmethoxy) carbonyl] amino] hexyl) -1,4,7, 10- tetraazacyclododec-1- 
yl] ethoxy] acetate (9CI) (CA INDEX NAME) 




192636-09-2 US PAT FULL 
Sodium(l+) , (tris (1, 1-dimethylethyl) 
1 -methyl -2- [ [2- (4 -nitrophenoxy) -2- 

oxoethyl] amino] -2-oxoethyl] -1.4,7, I0-tetraazacyclododecane-l,4, 7- 
triacetate- . kappa. Nl, . kappa. N4, . kappa. N7, . kappa. Nio] bromide, polymer 
with N,N, N' , N' ,N' 1 , N' ' -hexakis [2- [ [ (2S) -2, 6 -diamino- 1- 



CM 2 

CRN 192636-00-3 

CMF C37 H60 N6 Na Oil . Br 

CCI CCS 

CDES 7:T-4 
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t-BuO-I^CH^| 1 J*-?- MH-CHj-C- 



DO 



t-BuO-C-CHa 1 ' CH 2 — C-OBu-t 
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CCI CCS 
CDES 7:T-4 



t-BuO-e-CH^| | /C H-C-NH-CH 2 -C- 



rvn 



t-BuO-C-CH 2 ' 1 CH 2 -C-0Bu-t 



RN 192636 17-2 US PAT FULL 

CN Sodium(i+), [tris (l, l -dimethylethyl) 

10- [l-methyl-2- [ (2- ( 4 -nitrophenoxy) -2- 

oxoethyljamino] -2-oxoethyl] -1,4,7, 10 - tetraazacyclododecane- 1 , 4, 7- 
triacetate- . kappa. Nl, . kappa . N4 , .kappa ,N7, . kappa. N10] -, bromide, polymer 
with 1,4,7,10,13, 16 -hexakis (3 -amino- 1 -oxopropyl ) -1,4,7,10, 13, 16- 
hexaazacyclooctadecane hydrobromide (9CI) (CA INDEX NAME) 

CM 1 

CRN 192636-15-0 

CMF C30 H60 N12 06 . x Br H 



RN 19263 6-25-2 US PAT FULL 

CN Sodium(l+), [tris ( l , l -dimethylethyl ) 

10- [1 -methyl -2- [ [2- (4 -nitrophenoxy) -2- 

oxoethyl] amino] -2-oxoethyl] -1,4,7, 10- tetraazacyclododecane- 1, 4 , 7- 
triacetote- . kappa .Nl, . kappa . N4 ,. kappa . N7 ,. kappa .N10] - , bromide, polymer 
with with N,N,N' ,N' ,N' ' ,N' ' -hexakis (2-aminoethyl) -1,3,5- 
benzenetricarboxamide hydrobromide and [2-oxo-2- (4 , 7, 10-tris [l-oxo-5- 

[ [ (phenylmethoxy)carbonyl) amino] -2- [3- [ [ (phenylmethoxy) carbonyl ] amino] pr 

opyl] pentyl] -1,4,7, 10-tetraazacyclododec-l-yl] ethoxy] acetic acid (9CI ) 
(CA INDEX NAME) 



H2N— CH2-CH2' 



H 2 N~ CH 2 - CH 2 ~ 



H 2 N-CH 2 -CH 2 



CH 2 ~ CH 2 -NH 2 




CH 2 — CH 2 — NH 2 



^C-CH 2 ~CH 2 -NH 2 



Ph-CH 2 -0-C-NH- (CH 2 ) 3 -C 

Ph-CH 2 — O— C—NH- (CH 2 ) 3 




C— CH— (CH 2 ) 3-NH— C- O- 
I (CH 2 ) 3 -NH-C 



C~CH— (CH 2 ) 3 - 



CH 2 — O— CH 2 — C0 2 H 



CRN 192636-00-3 

CMF C37 H60 N6 Na Oil . Br 
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O- CH 2 — Ph 

-NH-C— O— CH 2 - Ph 



CM 2 

CRN 192636-00-3 

CMF C37 H60 N6 Na Oil . Br 

CCI CCS 

CDES 7:T-4 



\ | 1 / CH_ °~ CH2 ~ ^ 0 — 



t-BuO-C-CH 2 1 1 CH 2 -C-OBu-t 



CRN 192635-87-3 

CMF C21 H39 N9 03 . X Br H 
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<j> 0 CH 2 -CH a -NH 2 

H2N— CHa— CH 2 — N— C^v^ ^ C N~ CH2 — CH 2 NH 2 
H 2 N — CH 2 — CH2 II 




jC~ N- CH 2 - CH 2 -NH 2 
O CH 2 -CH 2 -NH a 



• x HBr 

RN 192636-31-0 US PAT FULL 

CN Sodium(l+>, [trie ( 1 , 1 -dimethylethyl ) 

10- [l-methyl-2- { [2- (4 -nitrophenoxy) -2- 

oxoethyl] amino) -2-oxoethylJ -1,4,7, lO-tetraazacyclododecane-l, 4 , 7- 

tri acetate- .kappa .Nl, . kappa .N4 , .kappa . N7, . kappa .N10] - , bromide, polymer 

with 

N,N, N' , N' ,N' ' , N' ' -hexakis (2-aminoethyl ) -1,3, 5 -benzenetricarboxamide 

hydrobromide and 
[2-0x0-2- [4,7, 10- trie [3,5-bist t [ ( ( phenyl met hoxy) carbony 

1] amino} acetyl ] amino] benzoyl] -1,4,7, 10-tetraazacyclododec- l - 

yll ethoxy] acetic acid (9CI) (CA INDEX NAME) 



CRN 192636-29-6 
CMF C93 H96 N16 025 



Ph— CH 2 — O— C— NH— CH 2 — C— NH 



Ph— CH 2 — O— C— NH— CH 2 — C— 



Ph — CH 2 — O— C— NH — CH 2 — C — NH 




CH 2 -0-CH 2 - C0 2 H 



L23 ANSWER 11 OF 12 US PAT FULL (Continued) 



— NH- C— O— CH 2 — Ph 



- C— CH 2 — NH— C— O— CH 2 - Ph 
O 

NH- C~ CH 2 ~ NH- C-0-CH 2 - Ph 



CM 2 

CRN 192636-00-3 

CMF C37 H60 N6 Na Oil . Br 

CCI CCS 

CDES 7:T-4 
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<j> O CH 2 -CH 2 -NH 2 

H 2 N- CH 2 - CH 2 — N — / C— N~ CH 2 ~ CH 2 ~ NH 2 

H 2 N-CH 2 -CH 2 [I 

C-N-CH 2 -CH 2 -NH 2 
O CH 2 — CH 2 ~NH 2 




t-Bu0-C— CH 2 

\l \/ 



r if i? cr" 

CH— C- NH- CH 2 — C~ O \^ 



0<3 

./\ l\. 



t-BuO-C-CH 2 ' 1 CH 2 -C-OBu-t 



CRN 192635-67-3 

CMF C21 H39 N9 03 . x Br H 



<c 
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AB Cascade polymer complexes that contain 

a) complexing ligands of general formula I 

A- {x- [Y- (Z-<W-K. sub . W >.sub.Z) .sub.y ].sub.x } . sub . a 

in which 

A stands for a nitrogen-containing cascade nucleus of base i 



L23 ANSWER 12 OF 12 US PATFULL (Continued) 

provided that at least two reproduction units are different and that 

for 

the product of the multiplicities, 

16<a.multidot .x.multidot .y.multidot .z.multidot .w<64 
holds true, 

b) at least 16 ions of an element of atomic numbers 20 to 29, 39, 42, 

44 

or 57-83, 

c) optionally cations of inorganic and/or organic bases, amino acids 
amino acid amides as well as 

d) optionally acylated terminal amino groups 

are valuable compounds for diagnosis and therapy. 
IT 186095-26-1P 1B6095-27-2P 186095-30-7P 

18C095-31-8P 1B6095-35-2F 1S6095-36-3F 

(prepn. of cascade polymer complexes as medical contrast media) 
RN 1B6095-26-1 US PAT FULL 

CN Sodium(l+), (tris (1, 1-dimethylethyl) 10- {l-methyl-2-oxo-2 - [ l2-oxo-2- 

(phenylmethoxy) ethyl] amino] ethyl] -1,4,7, 10-tetraazacyclododecane-l, 4 , 
triacetate- .kappa . Nl , . kappa .N4, .kappa .N7, . kappa -Nio] - , bromide, (T-4) 
(9CI) (CA INDEX NAME) 



t - BuO — C— CH^ 



I 



I A K 

t-BuO— C— CH2 



CH— C— NH— CH 2 ~ C— O- CH 2 — Ph 



CH 2 — C~ OBu-t 



X and Y, independently of one another, stand for a direct bond or a 
cascade reproduction unit of reproduction multiplicity x or y, 

2 and W, independently of one another, stand for a cascade reproduction 
unit of reproduction multiplicity z or w, 

K stands for the radical of a complexing agent, 

a stands for numbers 2 to 12, 

x, y, z and w, independently of one another, stand for numbers 1 to 4 , 



186095-27-2 US PAT FULL 

Sodium, (1, 4, 7- tris (1, 1-dimethylethyl) 10- [2- [ (carboxymethyl ) amino] -1- 
methyl -2-oxoethyl] -1,4,7, 10 - tetraazacyclododecane - 1 , 4 , 7-triacetato- 
. kappa .Nl , .kappa .N4 , . kappa .N7, . kappa ,N10] - , monohydrobromide, (T-4) - 
(9CI) (CA INDEX NAME) 
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t-BuO-C-CH 2 



/[jV 

•u, 1 1 CI 



CH- C— NH- CH2— CO 2 " 



t-BuO— C-CH 2 



t-BuO-C-CH 2 ' 



^1 1/ 

do 



Me 0 
I II 

CH- C— NH— CH2— CH2- CO2 " 



CH 2 ~C-0Bu-t 



RN 186095-30-7 US PAT FULL 

CN Sodium(l+), [trio (1, 1-dimethylethyl) 10- [1-methyl -2-oxo-2- [ [3 -oxo-3 - 

( phenyl me thoxy) propyl) amino] ethyl] -1, 4, 7, 10- tetraazacyclododecane- 1 , 4, 7- 

triacetate- . kappa. Nl, . kappa. N4, . kappa. N7, , kappa. Nio J -, bromide, (T-4) - 
(9CI) {CA INDEX NAME) 



RN 186095-35- 2 US PATFULL 

CN Sodium(l+), [triad, 1-dimethylethyl) 10- {2-oxo-2- [ [2-oxo-2- 

(phenylmethoxy) ethyl] amino] -1- ( (phenyl me thoxy) methyl] ethyl J -1,4,7, 10- 
tetraazacyclododecane-l , 4 , 7 -triacetate- .kappa . Nl, . kappa ,N4 , . kappa .N7, .ka 
ppa.NIO]-, bromide, (T-4)- (9CI) (CA INDEX NAME) 



t-8uO— C— CH2 



I 



t-BuO— C— CH 2 



|^,CH— C— NH-CH 2 — CH 2 — C— O— CH 2 — Ph 

J 0 

N N 1 -° 

/I IX 



CH 2 _ C-OBU-t 



CH 2 - O— CH2 — Ph 



t-BuO— C— CH 2 



/ 

t-BuO-C-CH 2 



| 1 ^ CH — C~ NH— CH 2 — jC— O— CH 2 — Ph 



CH 3 -C— OBu-t 



• Br" 



1B6 095-31-8 US PAT FULL 

Sodium, [1, 4, 7-trifl(l, 1-dimethylethyl) 10- [2- [ (2 -carboxy ethyl) amino] -1- 
methyl -2-oxoethyl] -1,4,7, 10 - tetraazacyclododecane- 1 , 4 , 7-triacetato- 
. kappa .Nl, . kappa .N4 , . kappa .N7, . kappa .N10] -, monohydrobromide, (T-4) - 
(9CI) (CA INDEX NAME) 



RN 186095-36-3 US PATFULL 

CN Sodium, [ 1 , 4 , 7 - trie ( 1 , 1 -dimethylethyl ) 10- 1 2- [ (carboxymethyl) amino] - 1- 
{hydroxymethyl ) -2-oxoethyl] -1,4,7, 10-tetraazacyclododecane-l , 4,7- 
triacetato- . kappa. Nl, . kappa. N4, . kappa. N7, .kappa. NIO] -, 

monohydrobromide , 

(T-4)- (9CI) (CA INDEX NAME) 



<c 
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t-BuO— C— CH3 



| 1 CH— C- NH- CH2— COa " 

rvn 1 



t-BuO-C-CH^ I^CHa-C-OBu-t 



09/405, 046 



Page 



• HBr 



